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(#FRE2)] —aFroHE7EFNAY Vel B22RBHBO7I=_RAMXE
BEVal—4—THaZeRBLIIFRELIBRO-_aOFUHET7EFIVO
V2 a4 B 2REMEDOIEEHAL

(FRE3] @B RElIZEF2ICEHZKO=-_aFUE7EFINIV 4B
2 RBBOEHACH DS 72 5 MIEREBDO T E 7= X HHRE,

(HRE4] BOHREFMMSES 7L 2REE T5HRE3 ICRBEORK
BREBOTI £ 72 1110, |

(FRES) WFREL1FEZF2ICEKO=aFUEZ7EFIVOV Va4 B
2RBBOEMAK SO 2D MEEEERE. A, HELFE. b TICHE
B EUHHEBOTF I £ £ 210 HEE, ‘

(FRIEHG6) MMBREEMEENR7ZIVYNA<— (Alzheimer) JEF =13
— ¥ >V (Parkinson) JETH Y., WMENKMEER A TH Y. EBEHERFTEN
YUy h (Tourette) FEMBERETH Y. MRS & UHIHE B A BRI M1 O 1
FER. AR, TEXEMOBFETHLFRHAS ICHB O T £ ZIEKE.

(FRE7] FREIEFEZF2ICHERKO=2FUEZ7EF LAY a4 B
2ZBEDEBEACHN S 2 5 AHFHE. MECERBEHRE. HERE. HREEE
HE. FLEITEBIFHEETOIERER,

(HRE8)] WRELFEF2EHBLO-aFUHETEFILIAV V24 B
2RBEDIEEAEID S 2 5 RERBERBEDO T * 2 131G,

(HRE9) WRELICHBMO—MR (1) THROEhB{LEHELITE
DEEZHCHBFSNDED, —aFYHETEF NIV Y a4 8 2RERDOENE
ftFE UTDOER.

(FRKH1 0] HFHREHELIICHEHEO—MRN (I) TRINDUTDIEEDE
EIEEOBERIICHEINDE ;
1—(6—700—3-EUI) AFN—2—-AI)LIXJYV;

1- (6—70O0—3—EBUIL) AFN—-2—A43I QYT ;

11— (6=70n0—3—-EYI) AFV—2-AI)ERYT Y ;

83— (6-7/OO—-8-KUYL) AFL—2-43/—3, 4, 5, 6—5h
SeRpop—2H—-1, 3—FF94I;
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3—(6—/7pp—-3—-¥UIN) AFNV—2—-—4X)—-3, 4, 5, 6—FF
SeRo—2H—1, 3—F7VYr;

3—(6—T7NAO—-3—-EUIN) AFN—2-A3I)—4—-AFNV—2, 3
— e FaF7V—JL;

3—(6—TJOE—-3-EUIN) AFNLN—2—A3I)—4—AF)V—2, 3—
e RoF7YV—Iu;

3—(6—700—3—-EBUIUNL) AFNVN—2—A3I)—4, 5—IURXF)—2
, 3=YeRgF7V—Ju; _ .

83— (6—7ppn—3—-¥UYL) AFL—4—ITFNV—2—-A3)—-2, 3~—
e RFoF7V=Il;

5—-/pnOo—1—(6—00—-3—-EUYI)) AFNV—2—-—A3I)—-1, 2—

YeRogEyYr;

1— (6—700—3—-FEUYL) AFLV—2—-AI)—3—RAF)L—1, 2—
e Raory vy ; |

1— (6—200—3-EUYL) AFA—2—43I)—5—RAF)—1, 2—
e RKgEYTYY;

1-(6—70a—-3—-KEUIN) AFNV—-2—A3I)—4—-AF)—1, 2—
eRovUuYY;

2—43)—1— (3-FUIYL) AFN—1, 2-YLROEBYIY ;

3— (6—2HO—-3-FUYL) AFAN—2—A3)—4—-RFLFF7IUY
v |

3—(6—70O0—3—-EVUIN) AFNL—2—AI7FFHVIYI;

1- (6—%OQO—3—-¥UYU) AFLV—-2-43I/)—1, 2, 3, 4, 5,
6 —~FHE RKOEUIVY;

3— (5—70E—3—-KEUIN) AFN—-2—AI)—4—AFNV—2, 33—
U ROFPV = ; |

33— (4—rpaRYIN) —2—A4AI)FFIIIY;
2—43)=3—=(B=AFN=—3—FUIL) AFANFFIUTY ;
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EREVAV—X—TH5Z L ¥FHMLIHHREL lEBHO_aF o7 EF
AUV adB 2REEOEEMA

(FRE13) FREL1IFAEFL2ICEHKO=—aFUHE7EFILOY Y
ad B 2REBMEDIEEAHD S i ZREREBED T £ 2 IXEHRE.

(ERTE14] ROKEEZHEMNIEI2ZLE2RBLEITHIHEREL 3ICHHEH
DRAGTRBOT I & 7= (LI HE,

(HRKE15) #BREL1FEF12ICEHO-—aF E7EF LYY
o4 B 2REBDOEEMAHNS k5 mBEEERR, TR EHRFE. 25T
ICHED K UHHERAED PR £ 21X HBERE.

(R 1 6] MWREHEEREBEI7Z7IVYNAT— (Alzheimer) JFZ 21X
IN—F >y > (Parkinson) JHETH Y. WRIMMEERFERTH Y. EEHLFE
AY Ly b (Tourette) FEFEHFETH Y. WD I UCHMEKENKRERZEHHOM
R, RE, FRLIHHOEFRTHIHREL 5 IO T F 7= I3 BHE,
C @RELT7) WRELLIFAEL 2CERO-AFUETEFILAYY
a4 B 2REGCOEEMAD S 2 MAHUE, WRCERBRE. MRE, &L
BEREEXRE. FFIHEBEAEZ2ETOIERER.

(35RH18) HWRWE1 1FAFT1 2B/ =—aFyE7EF LIV Y
@4 B 2REMDIERLHD S e 5 SIEMHBRBDO T 2 1305,

(#HRE19] HRELOKEROILEWE X ZOEMEMCHRTIH
SO, —aFVETFTREFINIY Ve 4 B 2REBEOIEEMEFIE UTOEH,
(S2EH o e 7 BLEH ) | |

[000 1]

(RHDET % Hifi5 5]

ARARF. —aFrETEFLaY URAKICEMEERL. aFUHETE
FUA) URBREFEEAATHZILICE ST, MIFEREZHMSB2EHEET
SILEWICET 5. AREHOILEWIX. ZIYNA ¥ — (Alzheimer) jH. /¥—
%>y (Parkinson) JiZ ¥ OWREMIKSE, MIEHRERE L ORME. ¥
Uy b (Tourette) JEfER¥Z ¥ OEBILHE. MEREMBHOMEER. ALS
SUEMODEF R EOWRS L UHEMHESE. BEHPNMIIC L IMBEBEE R LICX
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THLFPHEEZITBRELLTEHATH S.
(000 2)
[ € 3R D 7]

ZaAF VR SELREHEERAERTZEAHOLNANTEY. S PREERT
2. PEFLOV COEEBRBEER LW =Y VEHEMRERDIEE (De S
arno P. & Giacobini E., J. Neurosci. Res., 22, 194-200(1984)) Em» VY TiX
<, %‘/73 VHRLRIEETILHEENATWS (Levin E. D. & Simon B.
B., Psychopharmacology, 138, 217-230(1998)) . ¥ 7. BmEEOMMERH
X, MADIT NI —AFERO LAERARY., KBEEZHEBET IS OFHRE
EMANRBHSHh TS (Decker M. W. et al., Life Sci., 56, 545-570(1995))

(000 3]

EBHICZaF Vi, PIVYNAT— (Alzheimer) JHHEATHICTH Hh 5 MR
MEFEDOREATHELEEADLNTWE B - XRTITFFO7IOA FEEBEELEY
(Salomon A. R. et al., Biochemistry, 35, 13568-13578(1996)) . B - 7 3
OA K (AB) iC&k-oTHESZ NS MEMPELIH T > HBREBEAES TS
LHWESNTWS (Kihara T. et al., Ann. Neurol., 42, 159-163(1997)) .
BETWR. —aF UNREGBBEADOHRERL2YDFBEDRBIATVS (
Sandborn W. J. et al., Ann. Intern. Med., 126, 364 (1997)) .

[0004]

—%h. PIWINA— (Alzheimer) JREZFICBWTIX, EEH - 2H - K
REBHBREEZFLIEELMBRO—DOTHE7EFLIV VHBROEENR
HONTHEY. ZhICHAVWAREERPEERLO=aF Y R7EF LT VA
R, EHEFICHDLTWAZEAHSBNATWS (Nordberg A, et al., J. Neuro
sci. Res., 31, 103-111(1992)) ,

(0005)

¥, ZaFE7EFNVV URBEOT7 IR IHEZVWEEYV AV -F —
WKW, ZaF 2 EE7EFIVI) URBEERBEAL. 7EF VY CHERD
BEEEHEIESZ L. ZUYNAT— (Alzheimer) JFOWBBICERRFR

7 HiF42003—-—3036112



¥F11—057993

L RBTEHRENRTREXNTWS (Newhouse P, A. et al., Psychopharmacology,

95, 171-175(1988)) .

' [0006])

ZaFVETEFILIYVEZEMEKIT. SODOFTAYy MHALHEEREINTWS
AFVF 2 R NVEOMBILEWERBMETSHY, 7eFLOAY P aFUR
ED7I_ARNPRBBICHEETHZLICEYERMLEH, FYy X IUNEOL
THFRIILALF Y REDAFF Y EMBEADSHRAZETHBORE £5(XE
Z % (Galzi J. L. & Changeux J. P., Neuropharmacology, 34, 563-582(1995)
) .

(000 7)

FEFLAV R aF U REDTVIZANI, eV FTazy NCEETZH
EOEMICHESLUTZOERERBLTBY., ZOoPMI7I=X MEEGEMLL
RiEHhTWd, —F., —aFUE7EFLaV) Y REAICHLUTEE7Z7I=X b
EREIRERVWEOD, ZEFLVAVOERAEHEML CTHEEEHEETEIHS
> 4 XY (Galanthamine) FEDLEYRFEET I LAHALN TS, ZTHhbHD
fEEaME. POSR MESEMLE RESMCRRSTORTY Y FEMEALT
PR LT\ (Schrattenholz A. et al., Nol. Pharmacol., 49, 1-6(1996))
BLOTH5,

(000 8]

ZDE>%k. BEMICSOFUETEFLTY VREREEELTE S ILAY
BEYa2V—F—BIhTHY. BERLUTOBANMEHEINATWS (Lin
N.-H. & Meyer M. D., Exp. Opin. Ther. Patents, 8, 991-1015(1998)) .

(0009])
AHMEICBWTIE., PdAMBEIUVEIaV—F—-LWDHEIX. Z0&
BRTERLTWS.

(0010)

—aF ETZEFINIY CEBEIT. ZIVLYNAT— (Alzheimer) JELASIC
¥ /)N—F >V (Parkinson) jFR X OMBEHEERED., X AL, Euas
ZURR Y, MBS OMEDD WITEMERICESETZLEZX 5N TWS (Barran

8 HiEF2003—-3036112
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tes F. J., in The Nicotinic Acetylcholine Receétor, ed Barrantes f. J.,
Springer, 1997, pl175-212 ; Lena C. & Changeux J.—P.,‘J: Physiol. (Paris),
92, 63-74(1998)) .

(0011])

VYD, MEEFECI->-TEZIHMEERAOEFICEW TR, HMKE
FMETLTWLZ2ERHAMBNATNWEZ D (BARKR, BHAERE, 28%,. 115
7-1160(1996) ; Tachibana H. et al., J. Gerontol., 39, 415-423(1984)) . %
MBERFEMERER T —aF o7 EF V) VRECDOTIAMHHNVIEE
Val—&2—ik,. ZOSHBTOREEL LU TOMEBHENRBEENTWS, E5IC
 ZaAFUETEFLOY UREBE T IA DI EZVWEEOETVa LV — X —id#H
%Wﬁ&ﬁ?zg%ﬁﬁE&oT%B#EénT%E(MMmA.WetM”S
cience, 279, 77-81(1998)) .

(001 2) |

—aFrEEEF. SR-aFUET7EFLOY UREETZI_XME UTHEH
T35, AR, ERICZaF>ETFIVYNALT— (Alzheimer) JFEFICHRET
e, FRAOPEHEBEHOEEIBS >N, EREHZFTHZ LA, R
5TW3 (Newhouse P. A. et al., Drugs & Aging, 11, 206-228(1997)) . L
MU, ZIFVICE—RICELHONTWSBREEND S ZLICMA. BOBRE
LEBOEYZHRIERMENZ R, FRERANOEEHAIBNIEREDR
HbebeEOZEAMOAT VS, | <

(001 3] |

FIT, ZaFROIBBERL R, BOBRE LU EZREOAEYZHNFIHBN
BL, FEBRERRENOEMERAR D W aF 7 F LY VREED
PIZAMDHEWEETaAV—F—-DPEERLUTRILNTWS (Maelicke A
. & Albuquerque E. X., Drug Discovery Today, 1, 53-59(1996) ; Holladay M
. W. et al., J. Med. Chem., 40, 4169-4194(1997)) . |

[0014] ‘
ZOaOFUETEFLIY VRBERICIE., W OHADYHTRATHREMLENhTEY
(Shacka J. J. & Robinson S, E. T. , Med. Chem. Res., 1996, 444-464) .
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FRERRICITEE LT ad B2V TIA TORBENEET S, £/, HEph

BAROMBRE—FGESHICETe 1818 (BB5WITal1B1ed) ¥TRATH

FHEL. BREWBEROWEHPEIFICIT e 3849 TR A4 SHREET S,
{0015) |

IV VAEBEMRROWEE-CRMFBREDOEMER & L. FREMRERD « 4
B2YTEATOREBEBENALTRHIZDLEBZIONTBY., LBLAEZIF VD
B ARRICH T DEHIR, ZIOCRBAHRRICHFET OV T XA TOREEKICHEH
THZLWKEoTHFEEEINS, ULENST, ¢l1Bly Y T7RAALTBLUae 3
BAVTEATREBMBICEHMEERFET., a4 B2V T2 TDO=aF U REH
DHCBFRWEATIEEWELARTAE. BEHORAVWERR L LTEHT
ERATHBLEADNS, '

(001 6]

ZOEDRPRMBRO_IFUETEFLA) VEFEISBRAR Y IR
FHBZWEEVaV— R —2EERLUTHBLEDIELETEZRAALLT. ABT
—4 1 8 (Arneric S, P. et al,, J. Pharmacol. Exp. Ther., 270, 310-318(1
994); Decker M. W. et al., J. Pharmacol, Exp. Ther., 270, 319-328 (19%4)
). ABT—089 (Sullivan J. P. et al., J. Pharmacol, Exp. Ther., 283
, 235-246(1997); Decker M. W. et al., J. Pharmacol. Exp. Ther., 283, 247
-258 (1997)) . GTS—2 1 (Arendash G. W. et al., Brain Res., 674, 252
-259(1995); Briggs C. A. et al., Pharmacol. Biochem. Behav., 57, 231-241
(1997)) . RJR—24 0 3 (Bencherif M. et al., J. Pharmacol. Exp. The
r., 279, 1413—1421(1996); Lippiello P. M. et al., J. Pharmacol. Exp. The
r., 279, 1422-1429 (1996)) . SIB—1508 Y (Cosford N. D. P. et al.
, J. Med. Chem., 39, 3235-3237(1996); Lloyd. G. K. et al., Life Sci., 62
, 1601-1606(1995)) BELWSIB—1553A (Lloyd. G. K. et al., Life S
ci., 62, 1601-1606(1995)) 2R Y DEHE I — RTRINJ{ILEWHAHAEIHLTW
%,

(001 7)
T, RNBIFHEARABMEP 67939 7—A2iCik,. RROEBEHBR7 I
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EMBBEEEOTHE L CHRICERTIRECHT SMRAH 5,
(001 8]
(f£ 6]
r—n~H
2
X—E
[0019] ,
[Re, RIZAR. 5 VRERICEYERINET VL. PLFIL. 7Y=L
CTPIUFN, AFAFY—LEEEFATFOTY—LTIFUEEEDL, Al
K. FUN. FUFEN, $ERPY—LVROBEREERDTI. HBVIEZ
HIEETHERER2EDL. EQETHIIEEEDL. XIZI-CH=%£Z
=N—-H%#&bL. ~CH=RHIEHRFORDLYICZEICHERT DI LAAET
BY. ZEFLFL, —~O—R, —S—R, —NRROBEELEERDT M.
HENWIAREFEIXBISEESTS2ERBEERDT] .
[0020] |
L LRAS, ZORFHBICHRIAELAHBICBVWTIE, —aF 8y
BFLTY v ad B 2RAMEBRICERLL, MEDMBICHETS L
B BMEE A E BB 20D 2 LRI ATV AN,
[0O021]
=, BREHICEINAMEEYH LA CEREEOILEYWE LT, B3I X
7n70R(mM®me)ﬁﬂ6nfwéo4iﬁ7niuﬁm,P012m
BO—aF > HE7EF VIV VZEBICH U TEBREREMICESH 7 I=X b
L UTYEH3 5 Z L (Nagata K, et al., J. Pharmacol. Exp. Ther., 285, 731
-738(1998)) ®. A I X707V K (Inidacloprid) & 3 \W X ZDRHWS &
Figibawn., TTAWO-AF BT EFLO) Y REBICEMAEEZE LT
52 ¢ (Lee Chao S. & Casida E., Pestic. Biochem. Physiol., 58, 77-88(19
97)) BHLMIR->TWAEMNR, A I X707 Y NFEEEN_aF BT EFI
4 8 2RAEEBRIICERML. HABHOROGEELEME RS L

a2 a
WOEHEIT W,
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[002 2]
.it,ﬁ%$10—226684%ﬁ%ﬂﬁmu,&ﬁ@(N—(EUy:w
AF)N) = AFOHFAL 7 U T) AUFI7IVEY. B5TICEDER Y
KHBLD ZHEBITENTO RSy FHRBEREN TV S,

[0023] |

(ft 7]

ﬁﬁE;E%k—B

[0024)
[XH., AlZ—CH (R) —T»Y. RIAREFELIFEICIYEBRZIIE
(C{~Cg) PAFNLTHY., BIRAROEEFRT]
~ [0025]
(1L 8]

[00286) _
LA LRAS, ZZICRBE e, —aF v RAECE VB
AT ZERFARENTHWELOD, FRMERO=OFVETEF LAY Y e 4
B 2RBMHBANBIRONICIEAT B IZ L. 2hdoftgi=aFoE7EFLray
VRBHRDTFIZARDBZVWEEV2V—X— L UTHEATSZZE, BEUZD
L& ME DL OHEBICHET S Z L 2 MMKE*HMSEEZ LIRS
TR,
| (002 7)
ZHDEIIC, ZaFIRHL5, BOBRSFAETHEMBRRO-_OFVHET7 &
FLay RBFEICBRAUZ7IZA DM, HE2VWEETVa2aV—X—-EEL LT
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k&9 : 2—73I)—-1—(6—27100—-3—-EYUIN) AFIAIXS—)

E®W10:1— (6—r/O0—-3-FUTL) AFL—2—-43)—1, 2—

JEROEYIUY; |
(0099]) '

&Ml 1:3— (6-FOE-3—KUUL) AFN—2-43)—2, 3 -

e ROoFF7YV—I; _

ft&ml1 2 : 3— (6—7)LAD—-—3—-FUII) AFN—-—2—H3)—-2, 3

—-ve RgF7y—I; |

ft&é16 :3— (6—70O0—-3—-¥¥UIJl) AFNL—-—2—-—A3X)—-3, 4,

5, 6—5 bS5 RKO—-—2H—-1, 3—FFHI;

fté&®ml 7 : 3— (6—-—7na0—-3—-YUI)l) AFNV—-2—4A3)-3, 4,

5, 6—FhSERO—2H—-1, 3—F7UY;

La®W18:3— (B—TNATD—3—EUUNL) AFL—2—43)—4—2R

FIN—2, 3=V RgF7J—J;

a1 9:3— (B—JHE-—3—FUUL) AFL—2—-A43)—4—RF

V—2, 3=V RoF7V—JL;

14
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ft&®20:3— (6—7O00—3—-FUIL) AFI—2—-A3I)—4, 5~
UAFN-—2, 3—VeRaF7TV—J;

[0100] ‘
fbeag®m21 :3— (6—200—3—FEUY) AFNV—4—-—TF)—2—43
J—2, 3=V RKpoF7YV—Ju;
ft&d®m22 :5—r700—-1— (6—/O0O—3—-KEUYNL) AFNL—2—43
J—1, 2=-Ye ROovyvr;
t&®w23:1— (6—2700—3-¥EUIN) AFNVN—-2—-A3I)—3—RAF
V—1, 2—-YeROoryvy; "
fbtEdw24: 1 — (6-700—3—-¥EUIN) AFN—2—-A3I)—-5—RAF
V=1, 2—-YeRoEyIv; _

EWM25: 1— (6—2OO-3—-FPUUL) AFL—2—A3)—4—AF
V—1, 2—-Ye Rorvuvy;
t&®m26:2—43I)—1— (3—FUIYL) AFIL—1, 2—-Yk ROory
SR

CE&W27:3— (6—Z/O0—3—-EUYUL) AFL—2—(3I)—4—AF
WFFIIYTY;

C&W28:3— (6—OO—3—-EUUL) AFL—2—A3 ) AXHIU
V)} |

fbEH30:3— (5—TJOEFE—-3-EUIUI) AFNV—2—A3I)—4—AF
V=2, 3—YeRaF7V—);

(0101) _
ftE®M3 1 :3— (4—70aXyIl) —2—AII)F7JVIY;
fEEW32 :2—A43)-3— (6—RAFL—-3—-FBUIN) AFLFFVYY
>
ftEWM33 :2—A43)—3— (4—EBUXIZJ) AFLFFPIUITY;
ftE®W34:3— (2—2700—-5—F7YIN) AFL—2—-A3I)FF7VY
U

>/
IEE®WM35:2—-A3X)—3— (83—AFNV—=—5—AVFFHJUN) AFNLF
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7IVIIY
&3 6:2—-A3)—4—RXAF)=3— (3—AFNL—-5—AVYAFHJY
V) AF)—2, 3—YeRaFr7Jy—Iv;
fb&®W37:3— (2—-700—-5—FF7JUL) AFNV—2—(F3)—4— 3
FN—2, 3=V ROF7PY—J;
ft&®m38 :3— (5, 6—Yr OO —3—-—EUIN) AFL—2—A(3)—4
—XFI—2, 3—-Ve RKOFFI—I; |
kW39 : 2—A43I)—4—-AF)V—3— (B—RAFI—3—-EUI)V) AF
V=2, 3—-Ve ROF7I—;
ft&W40:3— (6—7O0—3—EUIL) AFLV—2—-43I/)-5—T=x
-2, 3—=YekFoF7V—Jl;

[0102])
fhe®Wal:3— (6—ZOO—3—-EUYL) AFN—2—A3)—4—T=
—IW—2, 3—=YeRogF7YV—IU;
mé%42:4—(4—ﬁmnﬁx:w)—3—(6—7nn—3—€09w)
AFN—2-43)—2, 3=V RAFPI—I;
ft&®H43:3— (6—-ZOU—3—EUYL) AFV—2—-A3I)—4—7T=x
ZVFTFVIYT Y
ka4 :2— (6-200—-3—-EUUL) AFL—3-43)—6—-7T=x
Z)—2, 3=k RpoEURIY;
It&®W45:3—43I)—-6—Txz=)L—2— (3—FUIN) AFNL—2, 3
—YeRgeuAIy
fta®a6:1— (6—2O0O0—3—FUY) AFV—2—-A3I)—-5—7=x
=)—1, 2-YeRO¥U3ITYY;
ftEH4 7 : 1 — (6—-—70p—-3—-EVIYN) AF)—-—2—A3I)—-5—-—=0Hh
OH—1, 2—-YeRov¥uyvy;
fE&E®Wa8:2-43)—1— (6—AFN—3-EUIYNL) 2FL-1, 2-
e ROEY U |

[0103]
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EEF 2 : FE2IC kS EKB
1— (6= —-3—-KEUI)V) AFN—2—AI)A3IZJVIY [{LEWY
13] DEK '

([0104]

BRFEKTIC. 1— (6—2700—-3—-KEUIJI) AF)—2—-=_hDOA=3
JA3IAYY)Y>335mg (1. 3mmol) #20ml1DREJ — JUICKRE
UT. ZHIC20%=HILFE26ml #MATEET1IRKEE2 0O458BHEL -,
RISREMEBERBWLEZDSE, HBDEKB LTS 0 %KEIEST MY U LKEE
EMA. FIBLEARBDE. ES5A P EHAVWTHELBERE*BEERLE. 55
NEBEBDICI700ARZAY+AR ] =)V (20 : 1) BABHEEMA T, BUR
BYERELBBEEBEEHLE. ZOBWES 2. 7370 Y A5
JU (Chromatorex NH-type; ELI VY 7H) 2HWEASALAZOST NS T4 —
(BHESHE:; /700X 8 : AKX ) —)=20: 1) ICkym@eELT. 1— (
6—700—3-EUIIN) AFNV—2—-AI)AIFVYY Y EEARLER
thelT182mg (INL66%) 7. ZhEAR ) —JVICHERL., 7B
100mg (0. 862mmo 1) EMATH-EKE LEDSBEMSEL -,
BONERREEBNC. 72 RN ULEMATEE L CREMMEET 5 2 &
WKEYRELLEHO T LVEE 22 2mg 2B E.

(0105]
EiEHl 3 : FHE3ICE D EHH _

11— (6—700—-—3—-¥EUYUI) XAFN—-—2—-A3I )OIy [{t&H1 4
1 DEBK

[0106] .
(6—70O-3-FEUIYL) AFLPI¥713mg (5mmol) . 4—
JOEJFO=MUNT745mg (S5mmo l) BLUKEEAYUILL, 04 g

(7. 5mmol) 21 5ml1DOIYRAFNURNLYI RRTCRREITHERGEEL =
 BEEREBELEOL, BHCYIOORARY LAREMATRY BEE. &
BE:XDELUTHRB/7XAVILTHELUTREEBHELE, Soh2HESRD %
73 )70 NIES YU A5 (Chromatorex NH-type; Z+3 U L 78) & HnE
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ASLrae NS5 T74— (BHBE: n—~"\FH 2 B FL=3:1)
FURBTHL4—- (6—20n—3—-EUYYI) XAFLFPI)TFa=hrU
NEAHRYELTS505meg (N4 8%) B5Ni=, ZD4— (6—0On
—3-EUIN) AFNF7I)TFO=pPUN500mg (2. 38mmol)
EFPNVIVHAAFHKFIKLISmIOMVIVICEMRL, IMMUAFNVTIVI
ZOL/ n—=A"FYHUBEK2. 6ml EMAT, 90CTI1 4BMEMBERL =
. EEECAHLAOLIOORALLLOmL, AKX —L5ml, AKlml%
IS A, FTHLESVEBELE, BEREBEBHBLESHERSE, 73
7N YU A5 ) (Chromatorex NH-type; BV V78 #HWENS L
ryav bS5 74— (BHBHE; D/0pnRAE2: A¥)—=)y=50:1) Il&
YRBBLT, 1—- (6—-2700—3—-KEUIN) AFNV—2—-A3I)EQ VI
PEAMRYLLT452me (RLIO0%) B, Z0EHWO—E210m
g (lmmo l) X&) —)VIlEBEL., V7B 1.6mg (lmmo l) %
MATH—BRELUEOBHEREMLE. A5hEmRESC7EN =PI E
MATH&EZE, ELEAHSEBRU CRENBAEZET > ZLICkY. &E
fteEDO 7 IVEE3 09 mg 21572,

[0107])
ft&®m15:1— (6—270n0—3—EUYL) AFN—2—-AI)EXRYUTY
B, TOEEHF 3DHFKICHEL TERERLU =,

(0108)
EREp4 : FHE4IC kB EARHI |
1— (6=270pg—3-EUINL) AFNW—-2—-A3I/)—-1, 2, 3, 4, 5,
6—~EHEROLYIVY ({ba®w29] O&aK

[0109]
N—(3—7i/7uew)4N—[(6—7mﬁ—3—euvw)x%w]7
IVERE237Tmg (lmmo 1) &, AR RREYFAAFIZATIVNIO
S3mg (2. 5mmol) #5mlDIAFNRILTYIRIZEMNML, 90CT
1S O MBEIRAHLE, BEXBEBELEDL, BOE7I ) v
LU A S (Chromatorex NH-type; B+ UL 78) #AVEASLIOTRY
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ST74— (BHBE: O/700ARXuhaS5I700RAZY : AX)—)=9:1
) I LTHEEUL., 1— (6—700—-3—-EUIYN) AFL—2—-—A43)—1
, 2, 3, 4, 5, 6—AFHROEUIVYEEBBAEHRYELTT Tme (
NEL34%) B, ZOELEDOE5mIDAX ) —)JVICEMHL. 0. 01mlon4
M-V F Y EMATEETS FRABABLEZOSBEEMLEZ. BoNH =
HREBDIC7E b EMATHRAMEZE. FTHU RS ZBIRU TEIE MG E
THZLICkY. REMEWO2E®ME] dmeg 2 EEKREL LTHEE,

[0110]) ,
REDEBHTCERLE{ED 1 ~LEWL 8DYHET -4 %, TLHTHRI
~%1 0ICRT.

(0111)
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(1]

At T 1.0
mn“m it & M & 15 B (°C) EAE 'H-NMR(DMSO-ds)
EaE SFR _
855 (d, J=1.7Hz, 1H), 851 (dd, J=1.3, 4.7THz,
NH RERE /2192 = sty |1H). 770 (6, J=1.8Hz, TH), 7.38 (dd, J=47,
N mz 19e = 1.8Hz, TH), 707 (d, J=4.8Hz, 1H), 6.5 (s,
1 A, IIE 97-101°C 2H), 6.31 (d, J=4.8Hz, 1H), 4.99 (s, 2H)
¥ = CoHgN,S
Fbr
B 8.31 (d, J=2.3Hz, TH), 7.68 (dd, J=2.3, 8.0Hz,
\q_/x et /2 240 = (Mepy | 1H): 7:50 (d. J=B.2Hz, TH), 655 (s, 2H), 5.99
AN s (s, TH), 5.10 (s, 2H), 2.03 (s, 3H)
2 | Y.n\ TIIE 156-159°C
CI7ONT e CioH10CIN,S
P %
vy 8.41 (d, J=2.3Hz, 1H), 7.80 (dd, J=23, 8.3Hz,
\_,ﬂ AEARE /2 240 = (ver)t | 1H): 7:03 (0, J=B.3Hz, TH), 6.90 (s, 1H). 6.54
AN s el (s, 2H), 5.04 (s, 2H), 2.09 (s, 3H)
3 | \—( TINE 160-162°C .
N o C1oH1oCINS
7k :
= 853 (m, 2H), 7.73 (dd, J=15, 7.THz, 1H), 7.40
NH e /2194 = (Mer)y |99 9748, T.7Hz, TH), 653 (5, 2H), 465 G,
N vz e s 2H), 3.66 (t, J=7.1Hz, 2H), 3.30 (t, J=1.1Hz.
4 A Re; TN 134-138°C 2H)
N CoHyiN;S
P 4 0
R 8.38 (d, J=2.2Hz, 1H), 7.81 (dd, J=2.2, 8.2Hz,
NH m/z 228 = (k) |10, 7:52 (d, J=8.2Hz, 1H), 654 (s, 2H), 463
5 5. (s. 2H), 3.65 (t, J=6.9Hz, 2H), 3.28 (¢,
4 | zr.\m TINE 181-182°C J=6.9Hz, 2H)
o CyHioCIN,S

Tb

(011 2]

HiE2003—-3036112
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(%2]

£&4 (273 - HENW .
mnm it % # & 5 RS (°C) RAME 'H-NMR(DMSO-~d;)
ERLBE aFH
NH RBRER 8.43 (s, 1H), 7.84 (d, J=B.2Hz, 1H), 7.53 (d,
P . t /2 255 = (MsH)' N_&.mqn._:v_ 742 (m. 2H), 655 (s, 2H), 5.35
| s, 2H
6 ¢l /z_ i) padl. ) 170-174°C
¢l CyoHsClN,
7=
mase 8.43 (d, J=2.4Hz, 1H), 8.16 (d, J=6.THz, 1H),
NH _ /2 220 = (ehy |86 (dd. =87, BHz, 1H), 7.75 (dd. J=24,
; \ B B.3Hz. 1H), 7.56 (d, J=8.3Hz, 1H), 7.21 (d,
Z Y] TINER 156-159°C J=8.6Hz, 1H), 6.90 (dd, J=6.8, 8.6Hz, 1H),
N A C1H oCIN, 6.42 (s, 2H), 5.56 (s, 2H)
7r=MINL
Lhasn 8.40 (d, J=2.5Hz, 1H), 7.79 (dd, J=2.5, 8.2Hz,
AH /2296 = (MeH) |1H) 7:52 (6, J=8.2Hz, 1H), 7.00 (d, J=4.8Hz,
J m/z 2e8= 1H), 6.55 (s, 2H), 6.33 (d, J=4.8Hz, 1H), 5.01
8 Y NP TRIE 166-167°C (s, 2H)
N \=/ CoH;CIN,S
g = VY
HEEER 8.35 (d, J=2.5Hz, 1H), 7.69 (dd, J=25, 8.3Hz.
HN /2 209 = (MeH)* 1H), 7.53 (d, J=8.3Hz, 1H), 6.94 (br, 2H), 6.83
9 y Ny . : - (d, J=1.8Hz, 1H), 6.68 (d, J=1.8Hz, 1H), 6.54
< = TYNE | 188-169°C © (s 2H), 5.08 (s, 2H)
c” N CyHoCIN,
Tty |
B 8.70 (dd, J=2.1, 4.1Hz, 1H), 8.50 (dd, J=2.1,
Lzrz m/z 221 = (MeH)y |B-5H2 1), 849 (d, J=2.4Hz, 1H), 7.86 (dd,
10 7 N7 N z . J=24, 8.3Hz, 1H), 756 (d. J=8.3Hz, 1H), 6.88
| g TINE 155-158°C (dd, J=4.1, 6.5Hz, 1H), 6.47 (s, 2H), 542 (s,
Ci N O_oIQO_Za 2H)
FEh=F)L

HiEf2003—-3036112
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tey
&5

1278
MR (°C)
RRLBE

HEoHh
2R
GFR

'H-NMR(DMS0-d,)

IR

etk

149-152°C
FHEb=M)IL -
IR/—)

m/z 270 = (MtH)

OoIaWHZQM

8.38 (s, TH), 7.68 (m, 2H), 7.1 (br, 1H), 6.55
(s, 2H), 6.36 (br, 1H), 5.00 (s, 2H)

12

TR

mEEa
153-155°C

b

m/z 210 = (M+H)"

CyHgFN,S

8.25 (s, 1H), 7.95 (m, 1H), 7.19 (dd, J=2.7,
8.4Hz, 1H), 7.10 (br, 1H), 6.55 (s, 2H), 6.40
(br, 1H), 5.04 (s, 2H)

¥¥11—057993

13

TIIER

Reke

145-149°C

FEbZHIL

m/z 211 = (M+H)"

CoH,CIN,

8.40 (d, J=25Hz, 1H), 7.82 (dd, J=25, 8.2Hz,
1H), 7.56 (d, J=8.2Hz, 1H), 6.50 (s, 2H), 4.57
(s, 2H), 3.52 (m, 4H)

14

TRIVEE

RELESR
142-145°C

Tt

m/z 210 = (M+H)"

CioH1,CIN,

8.43 (d, J=2.5Hz, 1H), 7.86 (dd, J=2.5, 8.2Hz,
1H), 7.56 (d, J=8.2Hz, 1H), 6.41 (s, 2H), 4.80
(s, 2H), 3.56 (t, J=7.1Hz, 2H), 291 (¢,
J=8.0Hz, 2H), 2.02 (m, 2H)

(%3]

15

pedlY.

REMAR
163-164°C

T

m/z 224 = (M+H)"

CiH1CINg

8.37 (d, J=2.5Hz, 1H), 7.80 (dd, J=2.5, 8.4Hz,
1H), 757 (d, J=8.4Hz, 1H), 6.34 (s, 2H), 473
(s, 2H), 3.38 (t. J=6.0Hz, 2H), 2.68 (t,
J=6.3Hz, 2H), 1.76 (m, 4H)

HEEF2003—-3036112
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(#4)

st PR REAH
EE it % & & i# At (°C) ERE 'H-NMR(DMS0-d;)
 HRLER 2F
" RERS . 847 (d J=T.THz, TH), 786 (dd. J=17, 82Hz.
I /2 226 = Moty |1, 795 (d J=8.2Hz, 1H), 639 (5, 2H) 4.69
5 NS N . (s, 2H), 4.39 (¢, J=5.3Hz, 2H), 3.35 (¢,
S L IRILE 126-127°C J=6.1Hz, 2H), 2.08 (m, 2H)
by
REEL 1839 (d, J=2.3Hz, 1H), 7.86 (dd, J=2.3, 8.2Hz,
NH et |TH), 750 (d, J=8.2Hz, 1H), 6.58 (s, 2H), 3.81
. ~ A - m/z 242= (R ), 316 (& J=T.1Hz, 2H), 269 (&,
_ C JeLE | 12224 J=6.8Hz. 2H), 192 (m, 2H)
N CyoHizCIN,S
Ftb ' .
8.14 (s, 1H), .85 (m, 1H), 7.17 (9d, J=2.7,
NH ReEa :
I mz 224 = ey (832 1H). 654 (s, TH), 5.92 (5. 1H). 502 s,
18 Z N s 2H), 2.03 (s, 3H)
g N/ ITILE 182-184°C
i Y (1/253F) CyoHoFN;S
Fbhy
" RERS 8.29 (d, J=2.3Hz, 1H), 7.64 (d, J=8.2Hz, 1H),
rne |757(dd, J=2.3, 8.2Hz, 1H), 6.57 (s, 2H), 5.97
o PPN | 2B ), 502 (s, 2H), 203 (5. 3H)
< | )=/ IINE 187-188°C
Br N Me OSI_oWﬂZum
Fabo .
" 3 EeER 8.30 (d, J=24Hz, 1H), 7.66 (dd, J=24, 8.2Hz,
Jig m/z 254 = sty |1FD: 751 (@, J=B.2Hz, 1H), 6.53 (5. 2H), 5.14
2 AN s : . (s, 2H), 2.07 (s, 3H), 1.98 (s, 3H)
| ={ PN | 150~153°C _
Co N me M CyH12CIN,S

=)L

(0115]

HIif2003—-3036112
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(#5]

kamn 1378 HESH
28 it ® # & i BiA(°C) KRE 'H-NMR(DMSO0-d)
} HREBE HF
8.58 (d, J=1.6Hz, 1H), 8.56 (dd, J=16, 44Hz,
NH Aates m/z 186 = (ery |1H): 8:20 (4, J=5.8Hz. TH). 7.92 (m 1H), 763
28 \ (d, J=8.0Hz, TH), 7.44 (dd.J=4.4, B.OHz, 1H),
T V0 JINE | 157-188°C 7.15 (d, J=8.7Hz, 1H). 696 (m, 1H), 6.51(s,
N x ) CiiH Ny 2H), 5.52 (s, 2H)
Fhby :
EEEER 10.20 (s, 1H), 9.94 (s, 1H), 8.44 (d, J=2.4Hz,
mxx /2 242 = (ery |1H): 786 (dd, J=24, 8.2Hz, 1H), 7.57 4,
97 AT , m/z ehe = J=8.2Hz, 1H), 5.13 (d, J=16.1Hz. 1H), 4.73 (d,
| j L 141-153°C J=16.1Hz, TH), 4.30 (m, TH), 371 (m, TH),
C7ONT g (25%¥F) CigHi:CINGS  {3.20 (m, TH), 1.29 (d, J=6.3Hz, 3H)
V4
8.45 (s, TH), 7.99 (3, J=8.2Hz, 1H), 157 (d,
Lzrz RERS m/z 212 = (MeHy  |V=B2H2, TH), 649 (s, 2H), 465 (s, 2H), 453
AN N0 (¢, J=8.1Hz, 2H), 3.61 (t, J=8.1Hz, 2H)
28 . T "\ I 111-113°C
o’ N CgHyoCIN;0
Tk
AR 8.36 (s, 1H), 7.95 (br, 1H), 7.78 (d, J=8.0Hz,
NH m/z 225 = (ery | 1H): 76 (d. J=B.OHz, 1H). 740 (br, 2H), 464
M A zee= (s. 2H), 3.24 (m, 4H). 1.89 (m, 2H)
29 \_ N7 NH i5E 170-173°C
cl /Z C ANWW*V . O_OI_MO_Zh
V4% .
" mEsR 8.63 (s, 1H), 842 (s, 1H), 7.87 (s, TH), 6,57 (s,
o iy /2 284 = pery |2H) 599 (5. TH), 504 (s, 2H), 203 (s, 3H)
30 g ,vﬂ\m I7E 188-190°C
N Me CyoH1oBrN;S

bia 4%

(01186])

HiEF2003—-3036112
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(¥%6]

LAt 213 HESW
wnm it % | & -} R A(°C) RAE 'H-NMR(DMS0-d,)
HREEE 2F=R
. 858 (d, J=1.6Hz, 1H), 8.56 (dd, J=1.6, 44Hz,
M AEBRA /2 186 = (MHH) 1H), 8.20 (d, J=5.8Hz, 1H), 7.92 (m, 1H), 7.63
. m/z 160 = (d, J=8.0Hz, TH), 7.44 (dd J=4.4, 8.0Hz, 1H),
26 Q/z ] IILE 157-158°C 7.15 (d, J=8.7Hz, 1H), 6.96 (m, 1H), 6.51(s,
/z RN O:I:Zu 2H), 5.52 Am. 2H)
Fr
10.20 (s, 1H), 9.94 (s, 1H), 8.44 (d, J=24Hz,
NH el /2 242 = (MeH)' 1H), 7.86 (dd, J=24, 8.2Hz, 1H), 7.57 (d,

, PPN m/z 242 = J=8.2Hz, 1H), 5.13 (d, J=16.1Hz, 1H), 473 (4
7 | = i 141-153°C J=16.1Hz, TH), 430 (m, 1H), 3.71 (m, TH),
C7ONT e (25F) CioH12CIN;S  13.20 (m, 1H), 1.29 (d, J=6.3Hz, 3H)

4 VWV _ :

5 8.45 (s, 1H), 7.99 (d, J=8.2Hz, 1H), 757 (d.
N Resh sz 212 = (Metty |V8:2Hz. 1H). 6.49 (s. 2H), 465 (s. 2H), 453
p z;ro mizele= (t, J=8.1Hz, 2H), 3.61 (t, J=8.1Hz, 2H)
28 I TIE 111-113°C
cl /z CgH,CIN,0
P& 4
8.36 (s, 1H), 7.95 (br, 1H), 7.78 (d. J=8.0Hz,
NH REmR /2 205 = (M+HY' 1H), 7.56 (d. J=8.0Hz, 1H), 7.40 (br, 2H), 4.64
J§ , m/iz eco = (s, 2H), 3.24 (m, 4H), 1.89 (m, 2H)
29 7 N7 NH I5E 170-173°C :
0_ /Z _ C AN%W%V 0_01_00_25
Vi
mEER 8.63 (s, 1H), B42 (s, 1H), 7.87 (s, 1H), 657 (s,
NH
o Jig /2 284 = (Mebty  [2H) 5.99 (5. TH). 504 (s, 2H), 203 (s, 3H)
30 g zvﬂ\m padl. 188-190°C
N O_QI_omﬂZum

V4 %

(0117])

HiEFF2003—-3036112
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(% 7)

e MR HRHH
m_um it ##E B AA(C) R{ME 'H-NMR(DMSO0-d,)
ERIERE SFR
7.44 (d, J=8.5Hz, 2H), 7.34 (d. J=8.5Hz, 2H),
NH REER. /2227 = (k) 092 (S, 2H), 464 (5. 2H), 366 (1. J=1.2Hz,
i By - 09185 m/z eel = 2H), 3.31 (t, J=7.2Hz, 2H)
N 'S =
/ C1oHiCIN,S
cl 0
FEh=M) )L
. ¥ 8.36 (s, 1H), 7.57 (d, J=8.0Hz, 1H), 7.20 (d,
NH hea /2208 = (MeHy  |V=8.0H2 TH), 6.48 (s, 2H), 453 (s, 2H). 357
. PPN . 2208 =MD (e 0=7.0Hz, 2H), 3.22 (¢, J=1.0Hz, 2H),
S, TINE 158-160°C 241(s, 3H)
Me N O_QI_uZum
THtb .
Ty 9.19 (d, J=2.9Hz, 1H), 9.18 (s, 1H), 7.57 (d.
NH HRasE /2 195 = (M+H)' J=2.9Hz, 1H), 6.54 (s, 2H), 4.65 (s, 2H), 3.68
23 @ sz L Lt0-152°C vz i = (t, J=6.9Hz, 2H), 3.32 (t, J=6.9Hz, 2H)
/ -
Non CaHioN,S
Fby
R4 02 B 7.65 (s, 1H), 6.60 (s, 2H), 4.67 (s, 2H), 353 (¢,
NH m/z 234 = (s |[V=68H2 2H). 321 (¢, J=6.8Hz, 2H)
34 5 s JINE | 157-159%C |
o \rz / C;H,CIN,S,
Feby
mER 659 (s. 2H), 6.29 (s, 1H). 4.68 (s. 2H), 3.66 (t,
;zm. /2 198 = (k) |J270HZ 2H). 3.27 (¢t J=7.0Hz, 2H), 2.22 (s,
- 3H)
3 =\ JTNE | 145-146°C
Me Z\ OwI__zUow

Y

[0118]

HiEF2003—-3036112
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(% 8]

ot 1R HESH
mnm t % | & i BA(°C) R 'H-NMR(DMS0Q-d;)
HERIEBRE 2F=
70.03 (s, 2H), 6.75 (s, TH), 6.50 (s, 1H), 5.52
\_ﬁ RERA /2 210 = (WeH)y (& 20 2.27 (5. 3H). 2.23 (5. 3H)
3 u! zvu\m 5B 198-206°C h
N (29F) CoH,N;0S
Vi 4
RERE 7.71 (s, 1H), 6.59 (s, 1H), 5.76 (s, TH), 4.99 (s,
NH
I o/ 246 = (et |2 210 (5. 3H)
37 m\h/_vﬂ\m ITNE 165-167°C
N e (/29F) " CyHgCIN;S,
Fhy .
. 8.27 (d, J=1.9Hz, 1H), 7.96 (d, J=1.9Hz, TH),
NH Resn st 657 (s, 2H), 5.91 (s, TH), 500 (s, 2H), 2.03 (s,
cl s A m/z 274= (M+H)' [
38 g wu\m ILE 187-188°C
CI” NT e CioHgCILN,;S
V& {2
3 o 8.33 (d, J=2.0Hz, 1H), 7.48 (dd, J=2.0, 8.0Hz,
;,_MI ARBHEE /2220 = ey |1HD: 728 (A J=BOHz, 1H), 6.5 (5, 2H), 6.07
NN s mzecs= (s, TH), 5.04 (s, 2H), 2.44 (s, 3H), 2.03 (s, 3H)
39 /_ vH\ TINE 155-159°C
Me” N " CiHiaNgS
Fhby
- HARER 8.46 (d, J=2.4Hz, 1H), 7.86 (dd, J=24, 8.2Hz,
PP /2 202= (b |1HD: 184 (s, 1H), 7,52 (d, J=8.2Hz, 1H), 7.35
1 PN . (m. 4H), 7.23 (¢, J=6.8Hz, 1H), 6.61 (s, 2H),
TIILER 161-163°C 498 (s, 2H)

7

CysHi;,CIN,S

(0119)

HiEF2 003 —-3036112
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(%9]

27y BESH
O
Wm@@ it # & i B (°C) RAE 'H-NMR(DMSO-dg)
BRILBR SFR
NH HIBEER 7.94 (d, J=2.2Hz, 1H), 7.44 (m, 5H), 7.29 (m,
ATy m/z 302 = (Mery |2 680 (s, 2H), 627 (s, 1H), 4.93 (s, 2H)
4 o’ N IIE 168-172°C
piacd = U )
NH — e
" 7.98 (d, J=2.3Hz, 1H), 7.48 (a+m, J=8.5Hz,
~ W LGl /2 335 = (k|3 742 (@, J=B3Hz, 1H), 7.32 (d, J=85Hs,
o . = 2H), 6.60 (s, 2H), 6.28 (s. 1H), 4.91 (s, 2H)
42 TINE 193-197°C
" CysH1 CILN,S
TR
NH BEES 1022 (br, 1H), 10.11 (br, 1H), 8.48 (d.
PNONP /2 304 = (Msty  [9=22Hz, TH), 7.91 (dd, J=2.2Hz, 8.2Hz, TH),
1 o . 758 (d, J=8.2Hz, 1H), 7.33-7.41 (m, 5H)
am N i - 199-201°C 5.29-5.33 (m, 1H), 4.90-4.99 (m, 2H), 4.31-
(25 F) C,sH14CIN,S 4.36 (m, 1H), 4.04-4.08 (m, 1H)
7tk
NH HEERE 9.7 (br, 2H). 8.60 (d, J=2.2Hz, 1H), 8.44 (d.
AN _ + |J=9.5Hz, 1H), 7.98 (dd, J=2.2, 8.3Hz, 1H),
“ o A m/z 297 = (M) |5 65 "a1), 7.82 (d. J=9.5Hz, 1H). 7.58 (m,
.04 >280°C 4H), 5.72 (s, 2H)
CyM15CIN,
-Frs8)— ) .
hH HBRES 9.8 (br, 2H), 8.75 (d, J=2.0Hz, 1H), 8.59 (dd,
B8 /2 263 = (Meby |J=1:4. 48Hz, TH), 846 (d. J=9.6Hz, 1H), 7.94
45 S Ny (m. 2H), 7.90 (m, TH), 7.84 (d, J=9.6Hz, 1H).
A S8 >275°C 756 (m, 3H), 7.45 (dd, J=4.8. 7.8Hz, 1H), 5.73

2-FRsN/—IL

CigHiNg

(s, 2H)

(0120]

HiFdE2003—-—3036112
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278
O
*ans ts®mea # B A (°C) S 'H-NMR(DMSO-dy)
fERRiE AFR
= 9.06 (d, J=2.1Hz, 1H), 8.89 (d, J=1.7Hz, 1H),
MG 12 297 = (very (855 (6 J=2.2Hz, TH), 7:84 (m, 2H), 7.70 @,
4 m/z 291 = J=15Hz, 2H), 7.52 (m, 2H), 7.42 (d, J=7.1Hz,
ITLE 153-157°C 1H), 6.48 (s, 2H), 5.43 (s, 2H)
. CigHi3CINg .
Fhy
NH 3 a 9.56 (d, J=2.4Hz, 1H), 8.56 (dd, J=2.4, 9.8Hz,
PP KRBT /2 265 = (ery|1E). 847 (5. 1), 784 (dd, J=22, 8.3Hz, TH),
JeAS = 758 (d, J=8.3Hz, 1H), 7.23 (dd. J=5.7. 9.8Hz,
47 a”Sn BikER | 236-237C 1H), 5.66 (s. 2H)
NO, - C,1H,CIN,0,
y& ="
9.94 (br, 1H), 8.46 (s, 1H), 8.09 (d, J=6.61z,
REME /2200 = (st |1F)- 778 (m. 1H). 7.56 (d, J=B.0Hz, 1H), 7.28
. m (d, J=8.0Hz, 1H), 7.13 (d, J=8.9Hz, 1H), 6.81
VLR 155-157°C (m, 1H), 6.34 (s, 2H), 5.45 (s, 2H), 2.45 (s, 3H)
Oan_uZu
Fary

(#10]

Hir%%2003—-3036112
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ERPI] : 04 B2 TAAT=aF v HTZEFINIY VREKICKHT SEER
=]

ARBAMED D 4 B2V TRA T aF U ETEF L) VRBEKICXHT S
AL, TROAFETHRLAE., ZhikPabreza L.A., Dhawan S. & Kellar K
. J., Mol. Pharm., 39, 9-12 (1990) & & *Anderson D, J. & Arneric S, P.,
Eur. J. Pharm., 253, 261-267 (1994) D HEDEETH 5. |

[0122)

(1) ¢4B2HTRAT=aF v HETZ7EFNIY VREREESUEESOFSR

HWIHAF ¥ — )L XY )N— (Charles River Japan) DS AFLET L VY
¥— 344 (Fischer-344) RMMSwv M (#AE200-240g. 98D %
.EE (23+1C) BXUEE (55+5%) #aY hO0—VUEFAERICT
1~4:BFETELE. Ty b, 1 2BROHEBEY A 7))V (FRITREIOFHR T
B COWEEE) BETICT. AFY VAMyr —YEHWIIU—F (15—
2Y3—4p) THEL. v VAFARBXIUKIIERICERE,

(0123]

ed B2V TEAL T aFVETEF NI DRERESUEESOFE.
URFDEIICfFor. ThabE, Sy M EMBICK Y BRULERICRME R
U, KB LEEHEAREBEAKRTTTWER., BAEBRICKYEEZE -8 0CTHRE
L, WREEELEMEMBLT, RS LEL OREDOEEK (50mM Tr
is+-HC1l, 120mM NaCl, 5mM KC1, 1mM MgCl, 2
mM CaCl, pH7. 4, 4C) H1THhEYFAY (HG3 0. HIUTH
) TIOMMAEIF A XL, FEUX— h REOSMICE Y EBEIEE (1
04; L0O0O0OXG; 47C) . LE:2BRAEALEE. RNEICEHERZMASWOF
B L. BERFGETHEYFA X, BLSH2T-E, 2HSDODEE*ELE
SHICELSEELE (204 :40000XG;347C) . kB> BEKICHEL
RBEBEEERICHWE,

[0124)
(2) ¢4 B2 TRAT_aF BT EFILII CRBEESER
REBEEERIUT OIS Tk, Thabb, BKRAE200 u LICHR

4 4 HIFrE2003—-3036112



/¥ 11—0579983

fkamB U [PH] —#A4F o> (Cytisine) (2 nM) * S RBREICHEE
@ (400—-600ugsPEHEXED) 2HMLE., BEEKBLAEKBHT
1554 Fak—varlk, EETFTTTSF)V (Brandel) TILFT=
A=V RHBREZEEXHAWVWT, 0. SBRIVZFUIAIVILHOLMUHERE
LZz7Dw b (Whatman) GF /B74 VA —ICkYBBLE., BE®K (3 X
lml) CTANE~%23ELE. 7408 —-@3m1DIYFPINI (FAS
AT AV HTHBLE., FEFREAFEEILO0OuM (-) —ZaFVEETFT
e L=,
(0125])
ERFEROBITI 7R a T4y baryRFova>yrFay S5 L (Accufit Comp
etition Program =~Xw 7 <> (Beckman) 8) Ik o5 Tiro 7=,
[0126] |
ERBI2 : a1 Bly Y TEALAT—AF HFEFNIY VREEICKHT S
HAR
ARAMEHDa 1 B 1y 8V TRASZaFUETZ7EF NIV VREMEICH
THBAML. FROFECHESNS, ZNiL Carcha H. S., Thomas P., Sp
ivak C. E., Wonnacott S. & Stolerman I. P., Psychopharmacology, 110, 34
7-354 (1993) D HHEDBEETH 5.
(0127] |
(1) ¢ 1B1y 84 TRATS=aAF PRIV VEEEDOTHE
BIWIIETEROERE 1 LEROBWERAWE,
«lBly 8V 7R A aF E7EF NI VREBEKOHMHEIE. ATFTDELD
IfiTok. SYMNEBBICKYERU AERICREBREMRE L, XK LEER
REKRTTTVWEHR, BESRICIYHBESE-80CTHRELE, HEREEL
RN ERERL T, ke LZBEKR (2. SmMUYZVEF MY VLNY 77
— (pH7. 2), 90mM NacCl, 2mM KC1l, 1mM EDTA,

2 mM benzamidine, O. 1 mM benzethonium chloride, 0. 1 mM PM
SF, 0. 01% sodium azide) %, #H#EN4 0% (w/v) &35 &DITM
A. U2 P7UH TV A — (Waring blender ; 34BL97, WARING PRODUCTS DIVI

4 5 HiEF#2003-3036112
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SION DYNAMICS CORPORATION OF AMERICA) T6 OPMREIAREYF A XUL. REIXR
—MERLDBICKYEBEEEE (6053 20000XG;4C) . EHEER
= NBICBRHER*EER]L gL 1. S5mlMix. BEAKGETHREY FA
XEfFoE. REVR—HNMITritonX100 (2%, w/v) 2i1%24°C
T3BEEL. BOOBMICLYEEZEE (604, 100000XG; 47T
) . LEEHAMEYE LUTLCTHREL. 4BHLURAICRERESEZRICHY
. |
“[01 28] .
(2). ¢ 1Bl y8Y¥TAAT_aFvE7EFNLIY U RELRESER
REGFEEERIILUTOLD LT 2. HRIELEHEELHERECHARMED
(600—900ugDEBEBHEE2EL) 2MA3T7TCTLISFEAA Y Farx~Y
avUlz, [PH] —a—7y#Hab¥o> (e-Bet) (1nM) EMi, &5
IC2BfEA v FaxX—-Yarylk, EBFTTT S5V (Brandel) v )ILF v
BR—)U R BEEELEAVWT, 0. 5%BRUIFLIYAIVILHOSHLHEER
L7zDw k< (Whatman) GF/B7 4 VA —iICkYBELE. ¥%E®K (10
mM KH,PO, 150mM NaCl, pH7. 2, i) (5X1ml)
TI7ANE—%kELE, 7403 —-E3ml1DIZIVFPZIYNI (FHASATARY
) BHCHEBUE, ERENESIZL uMe —BetEEFCHIZZELZ., « —Bgt (
B, JEEESIIC) *S0BM|MIZ0. 25%BSA*SUBRHFREFVWTHEL
. REMBFESERTIX. BSADBRKEBEEMNO. 05%&L235KDIC0. 25
%BSARFUREGETREBERML .
EREROMTIIFHROERY 1 L ARDFETIT - 7=,
[0129] |
ARHANEY. BLUSELEWTHS (—) ——aFVORXELESRRE
BETHERL1I~12ICRKLE,
(0130]

4 6 HIEFF2003—3036112
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(£11)
SHREFFE Ki

L& ES adB2 alpB1lyds*t
1 4. 84nM 4. 9uM
2 3. 5nM 12. 8uM
3 5. 8 nM (6 9%, 2 8%)
4 7. 5nM (6%, 1%)
5 2. 2nM 7. 65uM
6 15nM (44%, 15%)
7 3. 1nM 71. 2uM
8 0. 5nM 10. 2uM
9 22. 2nM (86%, 49%)
10 8. 7nM 347uM
11 0. 6 3nM (13%, 5%)
12 1. 89 nM (20%, —2%)
13 4. 6 nM (26%, 8%)
14 1. 9nM (14%, 0%)
15 4. 8nM (21%, 4%)
16 0. 65nM (14%, —2%)
17 520nM i3
18 10. &nM -5. 8uM
19 10. 5nM 11. 7uM
20 7. 56nM (96%, 45%)
21 21. 7nM (57%, 19%)
22 33. 7nM (7 5%, 2 8%)
23 221nM BERT
24 48. 6nM HIEET

—aFr 1. 6 nM 182uM

Lo R L ARSI, ka1 00uME, 1000 xuMTD [PH]
—a—BgtfEEeg®RE, a2 MO —-IL%TRrUE,

(0131])

47

HiEs$2003-3036112
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(&1 2]
TREBFME Ki

o=y izx=a ad B2 alfBlyé*!
25 171nM (90%, 5 8%)
26 28. 2nM 41. 6 uM
27 53. 1nM 16. 3uM
28 2. 7.7nM 39. 8uM
29 0. 25nM 7. 02uM
30 26. 7nM 22. 5uM
31 93nM HlEE$
32 1 0nM 14. 6 uM
33 32nM (15%, 1%)
34 4. 9nM (14%, —1%)
35 41nM (12%, —3%)
36 26 3nM (1 0%, 2%)
37 16. 4nM 22. 9uM
38 10. 6nM 65. 2uM
39 30. 5nM 10. 8uM
40 355nM HiEE
41 32nM HiEE
42 290nM HIEET
43 37. 1nM 19. 9uM
44 6 4 nM (80%, 2 6%)
45 14 3nM HEET
46 27 3nM HEET
47 22 7nM HIEET
48 47. 9nM 56. 3uM

=aF 1. 6 nM 182uM

EmmcRUERTR. KEW1004ME, 1000aMTD [3H]
-a—Bgtﬁé$%,:yFD—w%@ﬁth '
[0132])
ERHI3 : KEFEMRMEE (CBF) BXUXRMME (BP) NI SEH
BRSO RKEEKMER (CBF) BXUFRMME (BP) ICXMT 24
HiZ. TROFETHEXNS, ZhixStern M. D., Nature, 254, 56-58(1975
)8 k U'Biesold D. et al., Neurosci. Lett., 98, 39-44(1989) D HEICHEL /=
BDTHD,
[0133)

4 8 HiFR 2 003—-3036112
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B#IiZEARF v — )L XY /X— (Charles River Japan) MPDAFLET S v
¥ — 344 (Fischer-344) RiH>v b (82200—250g, 10~11
Ee) %, FEOERA L LARORETHE LE,

(0134]

AR ERmMEE (CBF) i, Sybh&EoL &Y (1. 0—-1. 2g/kg
. BEARE) BREtk. MEMEEEE (Kopf stereotaxic frame) I[CEEL.
BHEzHEE, 7V EBICRAHInnmOUNBICHEEN4A MmO EREHE
. BELEXY V-V - FyFS-RNMEEAEH S 0—7 21 mm) (AL
F-2100, 7 KXY %) #AUTCBF&fELE. Sy hOFHEIE. #HiEaY
ho—3>— (CMA/150, A —RXF—-RXAFT4 V%) #AWVWT3 7. STICHRFL
. £, R#iE (BP) &, H—Zv hOKRB#HRICRKIVZFLVYFa—-T

(PE50) AL, fEFS>AFa—+— (AP601G., HANREH) =L
THREL =,
(0135]

b, EEVIEENRBERICERL (FBEOBEIE. 0. 5%k RFoxy 7
DENLELO—R—EFEAEKICHERE . CBFBLUBPHIRELARIC
ETFRELE, QIEFERT. LEHREEE100%L UTELE (%) TH
bliz,

(0136])

AFAEMEY. BIXUSBEWTHS (—) —ZaF > OEMIEARBRER

FFHFERL 3ISRUE,
(0137]

49 ' Hirs2003—3036112
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¥ 11—057993

SRR

L& HES C B FH3NZR(%) B PZEEIER(%6) & (oglkg : KTF)
2 234 NE 1. O
5 189 NE 0. 2
6 191 NE 1. O
7 211 NE 1. O
8 212 NE 0. 2
9 215 97 5. O
10 194 NE 1. O
20 219 NE 0. 2
21 202 1069 0. 2
22 188 NE 1. O
24 195 NE 5. O
26 221 NE 1. O
32 228 NE 1. O
38 229 NE 0. 2
44 231 NE 5. O
48 219 NE 0. 2

—asy 287 1406 1. O

& : NE=BPiZFEah*» 537,

(013 8]

DFICARAMCEDE ZEXECOEEZNICHESNIHED. BEHLREAH 2

Ry,

[0139]
BB 1 (EH)
ftem2 1
FLAE
MEEELO—X
DB ZULEH

3% ROF Y 7O AF IO — AKEHK

AFFTIVVE TRV T I

25 g
130¢g
20g
ZO.g
100ml

2 g

ftew21. AW, FHERELVO—ARABIUVLHSEA3ZULEBHME. 60Xy a
BDE5NWTEHEL, H—IEBEGLEDB, HeaBicvwh, 3%k Fox> o

50
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AFNEINO-RKBBEEEMLTHELE, RWT, 16Xy adddNWT
BEER L. SOCTEREELZ, BEHRE 16 XAy adDddWiEL TEN
EITW, AT TFUVEBY TRV ULEREL., FISEBTEEZES8mm, EE200
m g DEEF R B, |

(0140]
BRI 2 (B TEILED
ft& 9 ‘ 25. 0g
e 125. 0g
IA—VRE—F o 48, 5¢g
AFTVVEIT TR A 1. 5g

LEESEMPABRICL. H—RBEEHLERIID>THIEBRBLEDSL, Z

NE200mgITOESFUATEBINVICKEL., A7ENLFERF/E,
[0141) x
BHIB 3 GEHFD

LA ZHIC, bAW44DEBMED250me %, BROEEFHHT 3,

e, EHAREAMA~5m]l 2R/RMUTEHFL T3,
(014 2]
(FEHDOZR] _

ARHFICGZLHLEDE. PREERROZOFUVHET7EF LIV 04 B 2RE
HICH T BREAEATL. SAERICHNTE7IA REEEEYa -2 —E L
CC ZaFUETEFNTV Y a4 B2RAKREERIETZZLNTES .
ZaAFVETEFNAV Y a4 B 2REBBEEERLTZIZLICEIS>TTFHE AR
BN BLEAONDIEBICHLEYSTH S,

[0143) N

RBICARHEO—_OFUHE7EF VIV Vel B 2ZABDERATIZ. EM4m
Wi, FR. BERHR. WEHER. PUVYNA <~ (Alzheimer) JF, /N—F%
>V » (Parkinson) j5. BMEMRR. T XEEKFR, §7VEICSITSH
R, ¥E2Y ULy b (Tourette) FEMREE. MEZEHHOMRER. HBMNEICX
HRBEBEE. RE. BEHOIERE. Do NYFU UK. BBESICHT ST

o1 HiFF2003—-3036112
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Sk CHBEL LTHATH 5.
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(FHE4) BEE
(EH)
(] —aF HEE7EFILaAY>edB 22R/BICEHMEERL. EHAET

BT LICK YRR E M, MERKED T L 2 XBRSOR L HRA
T5. ZaFrE7EFNAOY Va4 B 2REBEBEOERICERA2E T 58HRRE
B DOREL.
(BReEB] ®wX (I)
(ft1]
NHy

N/i\y (1)

N

(R, AlZ. BHRZATHWTEEWTZ Y —VETEZEBIATHWTEEIVWE
RREREEZRDL. XITMBRF. RERTF. RBERFEIEIERRFERDL.
HBIBADEED D WIIIEFEEERDL. nRlFEF208BHERDL, Y
B7VFLo%ERDT,. ) TEOLINZILEWETEIFOEHERZMNICHEERSIH
SEEFEHED LT B _aFoETEFNIY Y a d B 2REBOEEMAF. #

NEEHITHIEETH S,
(R U

A_CHZ_

1 HiEFF2003—-3036112
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BRXE - fFHOoRE =R

HHFHBEOES - BRI 145 RHEHFE $£057993F

ZATES 59900199731
24 . PR
HYE EBAREYER 0095

YEEK H TR 1 14 3A10H
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: ' DECLARATION

In the matter of an Application for Letters Patent by
SUNTORY LIMITED,

I, Osamu KUSAMA, Patent Attorney, whose full post office
address is 7th Floor, Iwata Bldg., 5-12, Iidabashi 4-chome,
Chiyoda-ku, Tokyo 102—0072, Japan, do solemnly and sincerely

declare as follows:

1. I am well acquainted with Japanese and English language.
2. The following 1is the true translation into English
language of the Japanese patent application No. JP11-57893
filled by SUNTORY LIMITED with the Receiving Office / The
Japanese Patent Office on March 5, 1999 in respect of an

Application for Letters Patent.

And I make this solemn declaration conscientiously

believing the same to be true.
Declared at Tokyo, Japan

This 27} <4 day of May, 2003.

Osamu KUSAMA
KUSAMA PATENT OFFICE
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(Translation)

PATENT OFFICE
JAPANESE GOVERNMENT

This is to certify that the annexed is a true copy of the

following application as filed with this office.

Date of Application: March 5, 1999
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[Name of the Document) DESCRIPTION
[Name of the Inventionl] HETEROCYCLIC COMPOUNDS HAVING EFFECT
OF ACTIVATING 04B2 NICOTINIC ACETYLCHOLINE RECEPTORS

[cliaims]

(Ciaim 1] 1. Activators for adf2 nicotinic

acetylcholine receptors containing heterocyclic compounds
represented by the following formula (I):

[Formula 1]
NH,

A—CHZ—N/l\‘
k (1)
Y

A 1is optionally substituted aryl group; or optionally

wherein:

substituted heterocyclic group;

X is oxygen atom: sulfur atom; carbon atom; or nitrogen
atom;

dotted line shows either presence or absence of bond;

n is integer of 1 or 2; and

Y is,

([Formula 2]

(1) in the case of X is oxygen atom, group -Y-X- is -CH,-

CH,-0- or -CH,-CH,-CH,-0O-;
(Formula 3]

(2) in the case of X is sulfur atom, group -¥-X- is -
CH(R')-CH,-S-, -C(R®)=C(R’)-S- or -CH,-CH,-CH,-S- (in which, R', R®
and R® are hydrogen atom; C;-C4 alkyl group; or optionally
substituted phenyl group): '

(Formula 4]
(3) in the case of X is carbon atom, group -Y-X- is -CH,-

CH,-CH,-, -CH=C(R*)-C(R’)=C(R®)-, -CH,-CH,-CH,-CH,-, or -N=C(R’)-
4
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5, R® and R’ are hydrogen atom; C;-C4 alkyl

CH=CH- (in which, R*, R
group; optionally substituted phenyl group; halogen atom; or
nitro group); and,

([Formula 5]

(4) in the case of X is nitrogen atom, group -Y-X- is -
CH,-CH,-NH-, -CH,-CH,-CH,-NH-, -CH=C(R?)-N= or -CH=C(R%)-CH=N- (in
which, R and R’ are hydrogen atom; or optionally substituted
phenyl group):;
or pharmaceutically acceptable salts thereof as active ingredient.

{ciaim 2] The activators for a4df2 nicotinic
acetylcholine receptors according to c¢laim 1, wherein said
activators are agonists or modulators at o4p2 nicotinic
acetylcholine receptors.

(claim 3] A therapeutic agent for preventing or
treating cerebral circulation diseases comprising the activator
for a4f2 nicotinic acetylcholine receptors claimed in claim 1 or
2.

[ciaim 4] A therapeutic agent for preventing or
treating circulation disease claimed in claim 3, wherein its
characteristic is to increase cerebral blood flow.

[claim 5] A therapeutic agent for preventing or
treating neurodegenerative disease, dementia, motor ataxia, and
neuropathy and mental disease comprising the activator for oa4f32
nicotinic acetylcholine receptors claimed in claim 1 or 2.

[ciaim 6] The therapeutic agent according to claim 5,
wherein said neurodegenerative disease is Alzheimer's disease or
Parkinson's disease, said dementia is cerebrovascular dementia,
said motor ataxia is Tourette's syndrome, and said neuropathy and
mental disease is neurosis during chronic cerebral infarction

stage, anxiety or schizophrenia.

(ciaim 7] A medicament for improving the cerebral
5

Application Certified No.: Appln. Cert. Pat. 2003-3036112



10

15

20

25

30

Heisei 11 Patent Application No. 057993

metabolism, neurotransmission functional disorder and memory
disorder, for protecting brain, or having analgesic effect, which
comprises the activator for o422 nicotinic acetylcholine
receptors claimed in claim 1 or 2.

[claim 8] A medicament for preventing or treating
inflammatory intestinal diseases comprising the activator for
04B2 nicotinic acetylcholine receptors claimed in claim 1 or 2.

(claim 9] The use of the compounds represented by the
formula one claimed in claim 1 or pharmaceutically acceptable
salts thereof as the activators for 04f2 nicotinic acetylcholine
receptors. .

{claim 10] The following compounds represented by the
formula (I) of claim 1 or pharmaceutically acceptable salts
thereof;
1-(6-chloro-3-pyridyl)methyl-2-iminoimidazolidine;
1-(6-chloro-3-pyridyl)methyl-2-iminopyrrolidine;
1-(6-chloro-3-pyridyl)methyl-2-iminopiperidine;
3-(6-chloro-3-pyridyl)methyl-2-imino-3,4,5,6-tetrahydro-
2H-1,3-oxazine;
3-(6-chloro-3-pyridyl )methyl-2-imino-3,4,5,6-tetrahydro-
2H-1,3-thiazine;
3-(6-fluoro-3-pyridyl)methyl-2-imino-4-methyl-2, 3-
dihydrothiazole; |
3-(6-bromo-3-pyridyl)methyl-2-imino-4-methyl-2,3-dihydrothiazole;
3-(6-chloro-3-pyridyl)methyl-2-imino-4,5-dimethyl-2,3-
dihydrothiazole;
3-(6-chloro-3-pyridyl)methyl-4-ethyl-2-imino-2,3-dihydrothiazole;
5-chloro-1-(6-chloro-3-pyridyl)methyl-2-imino-1, 2-
dihydropyridine;
1-(6-chloro-3-pyridyl)methyl-2-imino-3-methyl-1,2-
dihydropyridine;

6

Application Certified No.: Appln. Cert. Pat. 2003-3036112



10

15

20

25

30

Heisei 11 Patent Application No. 057993

1-(6-chloro-3-pyridyl)methyl-2-imino-5-methyl-1,2-
dihydropyridine;
1-(6-chloro-3-pyridyl)methyl-2-imino-4-methyl-1,2-
dihydropyridine;
2-imino-1-(3-pyridyl)methyl-1,2-dihydropyridine;
3-(é-chloro-3-pyridyl)methyl-2-imino-4-methylthiazolidine;
3-(6-chloro-3-pyridyl)methyl-2-iminooxazolidine;
1-(6-chloro-3-pyridyl)methyl-2-imino-1,2,3,4,5,6-
hexahydropyrimidine;
3-(5-bromo-3-pyridyl)methyl-2-imino-4-methyl-2,3-
dihydrothiazole;
3-(4-chlorobenzyl)-2-iminothiazolidine;
2-imino-3-~(6-methyl-3-pyridyl)methylthiazolidine;
2-imino-3-(4-pyridazinyl)methylthiazolidine;
3-(2-chloro-5-thiazolyl)methyl-2-iminothiazolidine;
2-imino-3-(3-methyl-5-isoxazolyl)methylthiazolidine;
2-imino-4-methyl-3-(3-methyl-5-isoxazolyl)methyl-2, 3-
dihydrothiazole;
3-(2-chloro-5-thiazolyl)methyl-2-imino-4-methyl-2,3-
dihydrothiazole;
3-(5,6-dichloro-3-pyridyl)methyl-2-imino-4-methyl-2, 3-
dihydrothiazole;
2-imino-4-methyl-3-(6-methyl-3-pyridyl)methyl-2, 3-
dihydrothiazole;
3-(6-chloro-3-pyridyl )methyl-2-imino-5-phenyl-~2, 3~
dihydrothiazole;
3-(6~chloro-3-pyridyl)methyl-2-imino-4-phenyl-2,3-
dihydrothiazole;
4-(4-chlorophenyl)-3-(6-chloro-3-pyridyl)methyl-2-imino-2,3-
dihydrothiazole;
3-(6-chloro-3-pyridyl )methyl-2-imino-4-phenylthiazolidine;
7
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2-(6-chloro-3-pyridyl)methyl-3-imino-6-phenyl-2,3-
dihydropyridazine; ‘
3-imino-6-phenyl-2-(3-pyridyl)methyl-2,3-dihydropyridazine;
l1-(6-chloro-3-pyridyl)methyl-2-imino-5-phenyl-1,2-~
dihydropyrimidine;
1-(6-chloro-3-pyridyl)methyl-2-imino-5-nitro-1, 2-dihydropyridine;
2-imino-1-(6-methyl-3-pyridyl)methyl-1.,2-dihydropyridine;
2-imino-3-(3-pyridazinyl)methylthiazolidine;
2-amino-1-(2-chloro-5-thiazolyl)methylimidazole;
2-amino-1-(6-chloro-3-pyridyl)methyl-4,5-dimethylimidazole;
2-amino-1-(5-pyrimidyl )methylimidazole;
2-amino-1-(6-chloro-3-pyridyl)methyl-4-methylimidazole;
2-amino-1-(5,6-dichloro-3-pyridyl)methylimidazole;
2-amino-1-(3-pyridyl)methylimidazole;
2-amino-1-(6-methyl-3-pyridyl)methylimidazole;
3-(4-chlorobenzyl)-2-imino-2,3-dihydrothiazole;
2-amino-1-(4-chlorobenzyl)imidazole:;
2-amino-1-(7-aza-3-indolyl)methylimidazole;
3-(3,4-dichlorobenzyl)-2-imino-2,3-dihydrothiazole;
2-imino-3-(3-nitrobenzyl)-2,3-dihydrothiazole;
2-imino-3-(4-nitrobenzyl) -2, 3-dihydrothiazole;
2-imino-3-(4-methylbenzyl)-2,3-dihydrothiazole;
2-imino-3-(3-trifluoromethylbenzyl)-2,3-dihydrothiazole;
3-(4-cyanobenzyl)-2-imino-2, 3-dihydrothiazole;
3-(7-aza-3-indolyl)-2-imino-2,3-dihydrothiazole;

(ciaim 11]) Activators for a4P2 nicotinic acetylcholine
receptors containing compound claimed in claim 10 or
pharmaceutically acceptable salts thereof as active ingredient.

(ciaim 12) The activators for a4p2 nicotinic
acetylcholine receptors according to claim 10, wherein said

activators are agonists or modulators at o«4f2 nicotinic
8
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acetylcholine receptors.

(claim 13) A therapeutic agent for . preventing or
treating cerebral circulation diseases comprising the activator
for a4f2 nicotinic acetylcholine receptors claimed in claim 11 or
12.

(claim 14] A therapeutic agent for preventing or
treating cerebral circulation diseases claimed in claim 13,
wherein its characteristic is to increase cerebral blood flow.

[ci1aim 15] A therapeutic agent for preventing or
treating neurodegenerative disease, dementia, motor ataxia, and
heuropathy and mental disease comprising the activator for a4p2
nicotinic acetylcholine receptors claimed in claim 11 or 12.

[ciaim 16) The therapeutic agent according to claim 13,
wherein said neurodegenerative disease is Alzheimer's disease or
Parkinson's disease, said dementia is cerebrovascular dementia,
said motor ataxia is Tourette's syndrome, and said neuropathy and
mental disease 1is neurosis during chronic cerebral infarction
stage, anxiety or schizophrenia.

(claim 17) A medicament for dimproving the cerebral
metabolism, neurotransmission functional disorder and memory
disorder, for protecting brain, or having analgesic effect, which
comprises the activator for oa4f2 nicotinic acetylcholine
receptors claimed in claim 11 or 12.

(cl1aim 18] A medicament for preventing or treating
inflammatory intestinal diseases comprising the activator for
04B2 nicotinic acetylcholine receptors claimed in claim 11 or 12.

(ciaim 19]) » The use of the compounds claimed in claim
10 or pharmaceutically acceptable salts thereof as the activators
for 042 nicotinic acetylcholine receptors.

[Disclosure of the present invention)

[o001]
9
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[Technical field]

The present invention relates to compounds showing
affinity to nicotinic acetylcholine receptors and activating the
same. The compounds of the present invention are useful for
preventing or treating of neurodegenerative diseases such as
Alzheimer's disease and Parkinson's disease, dementia such as
cerebrovascular dementia, motor ataxia such as Tourette's
syndrome, neurosis during chronic cerebral infarction stage,
neuropathy and mental disorder such as anxiety and schizophrenia -
and cerebral dysfunction caused by cerebral injury.

[0002]
(Background Art])

It has been widely known that nicotine exerts a wide
variety of pharmacological effects. These include, for example,
cholinergic nervous activation as the effect on central nervous
system such as facilitation of acetylcholine release [De Sarno P.
& Giacobini E., J. Neurosci. Res., 22, 194-200 (1984)]., and
further, activating effect on monoaminergic nervous system [Levin
E. D. & Simon B. B., Psychopharmacology, 138, 217-230 (1998)].

It has been also reported that nicotine possesses lots of
very useful cerebral function improving effects such as
increasing cerebral blood@ flow and glucose'uptake rate in brain
[Decker M. W. et al., Life Sci., 56, 545-570 (1995)].

(00031

It has been further reported that nicotine inhibits
amyloid formation of B-peptides which is believed to be the cause
of neuronal cell death during Alzheimer's disease [Salomon A. R.
et al., Biochemistry, 35, 13568-13578 (1996)], and have cell
protective effects on neuronal cell death induced by p-amyloid

(AB) [Kihara T. et al., Ann. Neurol., 42, 156-163 (1997)1. Recent
studies suggest the possibility of nicotine being a remedy for
10

Application Certified No.: Appln. Cert. Pat. 2003-3036112



10

15

20

25

30

Heisei 11 Patent Application No. 057993

the inflammatory colitis [Sandborn W. J. et al., Ann. Intern.
Med., 126, 364 (1997)1.

{0004]

On the other hand, it is acknowledged that in the patients
of Alzheimer's disease, the degeneration of acetylcholinergic
neurons known to be one of the important nervous systems
responsible for cognition such as attention, learning, memory and
recognition, is altered and thus nicotinic acetylcholine
receptors in the cerebral cortex and hippocampus are drastically
decreased [Nordberg A. et al., J. Neurosci. Res., 31, 103-111
(1992)].

[oo05]

It is reported that there is a possibility of treating
Alzheimer's disease by activating nicotinic acetylcholine
receptors to recover the function of acetylcholine nervous system
by agonists or modulators of nicotinic acetylcholine receptors
[Newhouse P. A. et al., Psychopharmacology, 95, 171-175 (1988)].

[o006]

Nicotinic acetylcholine receptors belong to ion channel
neurotransmitter receptors composed of five subunits. That is,
agonists such as acetylcholine, nicotine and the like are bound
to receptors to activate and open the channels thereof, thus
causing the influx of cationic ion such as sodium ion from
extracellular to result the cell excitation [Galzi J. L. &
Changeux J. P., Neuropharmacology, 34, 563-582 (1995)1.

(0007]

Aforementioned agonists such as acetylcholine, nicotine and the
like show its effect by binding to the specific site existing in
a subunit so-called agonist binding site.

It is known, on the other hand, that compounds such as

galantamine and so on which activate cells by potentiating the
11
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effects of acetylcholine, have no agonist effect at nicotinic
acetylcholine receptors directly. These compounds show their
effects through allosteric site which is clearly different from
the agonist binding sites [Schrattenholz A. et al., Mol.
Pharmacol., 49, 1-6 (1996)]1]1.
[oo008]

Mentioned above, compounds capable to activate nicotinic

acetylcholine receptors indirectly are called modulators and it

is expected to be the practical medicine for treatment of the

various neurological diseases [Lin N. -H & Meyer M. D., Exp. Opin.
Ther. Patents, 8, 991-1015 (1998)].
[o009]

The terms "agonists" and "modulators" are used in these
definitions in the present specification.
[o010]
Nicotinic acetylcholine receptors are bélieved to
participate not only 1in Alzheimer's disease, but also in

neurodegenerative diseases such as Parkinson's disease, and many

of the neurosis and psychosis such as dementia, anxiety,
schizophrenia and so on [Barrantes F. J., 1in The Nicotic
Acetylcholine Receptor, ed. Barrantes F. J., Springer, 1997,

pl75-212; Lena C. & Changeux J. -P., J. Physiol. (Paris), 92, 63-
74 (1998)].
[o011]

Especially, since it is known that cerebral blood flow of
the patients suffering from cerebrovascular dementia caused by
cerebral infarction is decreased [Takagi Shigeharu, Gendai Iryo,
28, 1157-1160 (1996); Tachibana H. et al., J. Gerontol., 39, 415-
423 (1984)], there seems to be the possibility of agonists of
nicotinic acetylcholine receptors or the modulators possessing

cerebral blood flow increasing effect to be applied to medicine

12
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in this area of treatment. Furthermore, recent study revealed
that agonists of nicotinic acetylcholine receptors a_nd modulators
thereof show analgesic activities [Bannon A. W. et al., Science,
279, 77-81 (1998)1].

[0012]

Nicotine itself surely affects as agonist of nicotinic
acetylcholine receptors. For example, after administration of
nicotine to patients of Alzheimer's disease, recoveries of their
attention or the short-term memory were observed, and also the
symptoms of their disease were improved [Newhouse P. A. et al.,
Drugs & Aging, 11, 206-228 (1997)]. Nevertheless, nicotine also
possesses disadvantages such as widely recognized addiction, as
well as 1low bioavailability and severe side effects to the
cardiovascular system.

[0013]

Therefore, there have been great expectation to develop
nicotinic acetylcholine receptors agonists or modulators as
medicine in place of nicotine which has no addiction, high
biocavailability, and less side effects on cardiovascular system
[Maelicke A. & Albuquerque E. X., Drug Discovery Today, 1, 53-59
(1996): Holladay M. W. et al., J. Med. Chem., 40, 4169-4194
(1997)1.

[o014]

There are some subtypes known as nicotinic acetylcholine
receptors [Shacka J. J. & Robinson S. E. T., Med. Chem. Res.,
1996, 444-464], and mainly oa4p2 subtype receptors exist in
central nervous system. Furthermore, there exist alflyd (or
alfled) subtype receptors in the neuromuscular junction of motor
neurons, and a3pf4 subtype receptors in ganglion of autonomic
nervous system and adrenal.

[0015])
13
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Activation of cholinergic nervous system and increasing

effect of cerebral blood flow are believed to occur though a4f2

subtype receptors in central nervous system, and above mentioned

effects of nicotine on cardiovascular system are induced by

affecting receptor subtypes exist in peripheral nervous system.

Therefore, it may be extremely useful to develop compounds

which have no affinity at alflyd subtype nor a3f4 subtype

receptors but selectively affects a4f2 subtype receptors,

medicine having no side effects.

[o016])

as

In these circumstances, there have been many proposals to

develop selective agonists or modulators at nicotinic

acetvlcholine receptors of central nervous system as practical

medicine. These include, for example, the compound such as ABT-

418 [Arneric S. P. et al., J. Pharmacol. Exp. Ther., 270, 310
(1994);: Decker M. W. et al., J. Pharmacol. Exp. Ther., 270,

-318
319-

328 (1994)], ABT-089 [Sullivan J. P. et al., J. Pharmacol. Exp.
Ther., 283, 235-246 (1997); Decker M. W. et al., J. Pharmacol.

Exp. Ther., 283, 247-258 (1997)], GTS-21 [Arendash G. W. et al.,

Brain Res., 674, 252-259 (1995); Briggs C. A. et al., Pharmacol.

Biochem. Behav., 57, 231-241 (1997)], RJR-2403 [Bencherif M. et

al., J. Pharmacol. Exp. Ther., 279, 1413-1421 (1996); Lippiello P.

M. et al., J. Pharmacol. Exp. Ther., 279, 1422-1429 (1996)],
1508Y [Cosford N. D. P. et al., J. Med. Chem., 39, 3235-
(1996);:; Lloyd G. K. et al., Life Sci., 62, 1601-1606 (199
SIB-1553A [Lloyd G. K. et al., Life Sci., 62, 1601-1606 (19
and so on.

[o017])

SIB-
3237

5)1,
95)1

In European Patent Publication EP679397-A2, substituted

amine derivatives represented by the following formula were

proposed for the medicine for prevention and treatment
14
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cerebral dysfunction.
o018}
(Formula 6]
LA
R_N\n/ 2
X—E
[o019]
in which,
R represents hydrogen, optionally substituted acyl, alkyl,
aryl, aralkyl, heteroaryl or heteroarylalkyl radicals:
A represents a monofunctional group of the hydrogen, acyl,
alkyl or aryl series or represents a bifunctional group
which is linked to the radical 7;
E represents an electron-withdrawing radical:
X represents -CH= or =N- radicals, it being possible for
the -CH= radical to be linked to Z radical instead of H
atom;
Z represents a monofunctional group of alkyl, -O-R, -S-R or
-NR, series or represents a bifunctional group which is
linked to A radical or X radical.
{0020] |
However, there is no description in the above-mentioned
patent publication that these compounds can selectively activate
a4p2 nicotinic acetylcholine receptors.

[0021])

On the other hand, "imidacloprid", as a pesticide, is
known to have similar skeleton as the compounds of the present
invention. It is confirmed that imidacloprid
electrophysiologically affects as partial agonist at nicotinic
acetylcholine receptors of PCl2 cell [Nagata K. et al., J.

Pharmacol. Exp. Ther., 285, 731-738 (1998)]. and imidacloprid
15
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itself or its metabolites and their analogues possess affinity to
nicotinic acetylcholine receptors in mouse brain [Lee Chao S. &
Casida E., Pestic. Biochem. Physiol., 58, 77-88 (1997); Tomizawa
T. & Casida J. E., J. Pharmacol., 127, 115-122 (1999); Latli B.
et al., J. Med. Chem., 42, 2227-2234 (1999)]. however, there is
no report of imidacloprid derivatives selectively activating a4f2
nicotinic acetylcholine receptors.
[0022]

Japanese Laid-open Patent Publication Number Hei 10-226684
disclosed [N-(pyridinylmethyl)heterocycliclylideneamine compounds
represented by the following formula, pharmaceutically acceptable
salts and prodrugs thereof.

[0023]
(Formula 7]

RL{Zf}}A—B

N

[0024]

in which,

A represents -CH(R)-;

R? represents hydrogen atom or optionally substituted C;-Cg
alkyl; and

B represents the group of the following formula:

[o025)
(Formula 8]
x
;Hfﬁ Y
o
Z——CH
R’y NG
[0026])

16
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Nevertheless, among the compounds disclosed in said patent
publication possess weak affinity to nicotinic receptors; however,
there 1is no disclosure that these compounds have selective
activating effect at o4pf2 nicotinic acetylcholine receptors of
central nervous systems and act as agonists or modulators of
nicotinic acetylcholine receptors.

[0027]

As mentioned above, there had been many attempts to
develop agonists or modulators selectively activating oa4p2
nicotinic acetylcholine receptors of central nervous system via
oral administration, but none were satisfactory.

[0028]
[The problem to be solved in the inventionl]

Therefore,_the present invention provides therapeutic or
preventing agents for treatment of diseases which may be
prevented or cured by activating nicotinic acetylcholine
receptors, having capabilities of binding selectively with oa4p2
nicotinic acetylcholine receptors of central nervous system, and
having no undesirable side effects in cardiovascular system such
as hypertension or tachycardia.

[0029]

More specifically, the present invention provides
medicaments for preventing or treating various diseases, which
may be prevented or cured by activating nicotinic acetylcholine
receptors, such as dementia, senile dementia, presenile dementia,
Alzheimer's disease, Parkinson's disease, cerebrovascular
dementia, AIDS-related dementia, dementia in Down's syndrome,
Tourette's syndrome, neurosis during chronic cerebral infarction
stage, cerebral dysfunction caused by cerebral injury, anxiety,
schizophrenia, depression, Huntington's disease, pain and so on.

[0030]
17
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[Means to solve the problem]

Through extensive investigations of researching compounds
having capabilities of binding selectively with a4f2 nicotinic
acetylcholine receptors of central nervous system, the present
inventors discovered that the compounds represented by the
formula (I) mentioned below and pharmaceutically acceptable salts
thereof possess high affinity to nicotinic acetylcholine
receptors in central nervous system, and activate said receptors
as agonists or modulators.

[0031]

Accordingly, as one aspect of the present invention, it is
provided the heterocyclic compounds represented by the following
formula (I):

[0032]

[Formula 9]
NH,

)
! o
s

(\ (1)
Y

{0033]
wherein:
A 1is optionally substituted aryl group; or optionally
substituted heterocyclic group:;
X is oxygen atom; sulfur atom; carbon atom; or nitrogen
atom;
dotted line shows either presence or absence of bond;
n is integer of 1 or 2; and
Y is,
[0034]
[Formula 10)
(1) in the case of X is oxygen atom, group -Y-X- is -CH,-
CH,-O- or -CH,-CH,-CH,-O-;
18

Application Certified No.: Appln. Cert. Pat. 2003-3036112



10

15

20

25

30

Heisei 11 Patent Application No. 057993

[0036]
(Formula 11)

(2) in the case of X is sulfur atom, group -Y-X- is -
CH(R')-CH,-S-, -C(R®)=C(R®)-S- or -CH,-CH,-CH,-S-

{0037]

(in which, Rl, R®> and R’ are hydrogen atom; C;-C; alkyl group; or
optionally substituted phenyl group):

[0038]

(Formula 12)

(3) in the case of X is carbon atom, group -Y-X- is -CH,-
CH,-CH,-, -CH=C(R*)-C(R®’)=C(R®)-, -CH,-CH,-CH,-CH,-, or -N=C(R’)-
CH=CH-

{0039]

(in which, R*, R®

. R® and R’ are hydrogen atom; C;-C; alkyl group;
optionally substituted phenyl group; halogen atom; or nitro
group):; and,

[0040]

[Formula 13]

(4) in the case of X is nitrogen atom, group -Y-X- is -

CH,-CH,-NH-, -CH,-CH,-CH,-NH-, -CH=C(R®)-N= or -CH=C(R’)-CH=N-
[0041)
(in which, R® and R’ are hydrogen atom; or optionally substituted
phenyl group):
[0042]
or pharmaceutically acceptable salts thereof.
[0043]

Examples of pharmaceutically acceptable salt include
inorganic acid salt such as hydrochloric acid salt, hydrobromic
acid salt, sulfuric acid salt, phosphoric acid salt and the like,
and organic acid salt such as fumaric acid salt, maleic acid salt,
oxalic acid salt, citric acid salt, tartaric acid salt, malic
19
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acid salt, lactic acid salt, succinic acid salt, benzoic acid
salt, methanesulfonic acid salt, p-toluenesulfonic acid salt and
the like.

[0044]

The group represented by "A" in the compound of the
formula (I) is optionally substituted aryl group or optionally
substituted heterocyclic group, and preferable examples of said
optionally substituted aryl group include phenyl, naphthyl and
the like. Examples of suitable substituent of substituted aryl
group include C;-C4; lower alkyl, halogen atom, nitro group, cyano
group and the like, and therefore, examples of said substituted
aryl group include methylphenyl, trifluoromethylphenyl,
chlorophenyl, dichlorophenyl, nitrophenyl, cyanophenyl and the
like.

(0045]

The term "heterocyclic group" represented by "A" may be 5
or 6 membered heterocyclic group or condensed heterocyclic group
thereof containing the same or different 1 to 3 hetero atom(s)
such as sulfur, nitrogen, oxygen atom(s), and examples include
thiophene, furan, pyran, pyrrole, pyrazole, pyridine, pyrimidine,
pyrazine, pyridazine, imidazole, oxazole, isoxazole, thiazole,
isothiazole, quinoline, isoquinoline, azaindole, tetrahydro-
pyrimidine and the like.

{0046] |

Examples of suitable substituent of substituted
heterocyclic group include C;-C; lower alkyl, halogen atom and the
like, and therefore, examples of said substituted heterocyclic
group include 2-methylpyridine, 2-chloropyridine, 2-fluoro-
pyridine, 2-bromopyridine, 3-bromopyridine, 2,3-dichloropyridine,
2-chlorothiazole, 3-methylisoxazole and the like.

{0047]
20
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The - dotted line in the compound of the formula (I) shows
either presence or absence of bond, and has following meanings in
relation to number "n"; that is, in the case number "n" is 1,
double bond is located between carbon atom of heterocyclic ring
and exocyclic nitrogen atom, and so said nitrogen atom
corresponds to imino group, and in another case number "n" is 2,
double bond is located between carbon atom of heterocyclic ring
and "X" which reférs carbon or nitrogen atom, and then exocyclic
nitrogen atom corresponds to amino group as substituent of
heterocyclic ring.

(0048])

The group represented by "X" in the compound of the
formula (I) stands for oxygen atom, sulfur atom, carbon atom or
nitrogen atom, and the "X" is combined with "Y" to constitute the
partial component represented by "-Y-X-", which has follow
meanings.

(1) in the case of "X" is oxygen atom, the term "-Y-X-" is
(0049])
(Formula 14]
-CH,-CH,-0O- or -CH,-CH,-CH,-0O-;
[0050]
(2) in the case of "X" is sulfur atom, the term "-Y-X-" is
(oo51]
(Formula 15]
-CH(R') -CH,-S-, -C(R?)=C(R®)-S- or -CH,-CH;-CH,-S-,
[0052]
(in which, Rl, R> and R? are hydrogen atom; C;-C; alkyl
group; or optionally substituted phenyl group):;
(3) in the case of "X" is carbon atom, the term "-Y-X-" is
{0053]

(Formula 16)
21
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-CH,-CH,-CH;~, -CH=C(R4)-C(R5)=C(R‘)-{ -CH,-CH,-CH,-CH,- or
-N=C(R’)-CH=CH-

(0054]
(in which, R4, Rs, R® and R’ are hydrogen atom; C;-C, alkyl
group:; optionally substituted phenyl group; halogen atom; or

nitro group):

(4) in the case of "X" is nitrogen atom, the term "-Y-X-" is

(oo55]
(Formula 17]
-CH,-CH,-NH-, -CH,-CH,-CH,-NH-, -CH=C(R®)-N= or

-CH=C(R®) -CH=N-
{0056]

(in which, R

and R’ are hydrogen atom; or optionally
substituted phenyl group),
and the like.

[0057]

The term "C;-C; alkyl group" represented by Rl, R%, R, R4,
R5, R6, R7, RB, and R’ include methyl, ethyl, propyl, isopropyl.
butyl, isobutyl, sec-butyl, tert-butyl and the like. The term
"optionally substituted phenyl group" includes non-substituted
phenyl group, C;-C; lower alkyl such as methyl, ethyl and the like,
or phenyl group which is substituted by halogen atom. The term
"halogen atom" includes fluorine, chlorine, bromine and iodine.

(0058]

The heterocyclic compounds represented by the formula (I)
of the present invention can be prepared in accordance with the
various synthetic processes such as following Process 1 to 4.

In the following reaction schemes, the groups A, X, ¥ and
n have the same meanings mentioned above.

[0059])
Process 1:
22
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In accordance with the following reaction scheme, the
compound of the formula (II) is reacted with the compound of the
formula (III) to obtain the compound (I) of the present invention.

(0060) ’
(Formula 18]

NH,

A P

X A
ot (0 ey
Y
Y
(II) (III)

(0061])
wherein, "Z" is leaving group which accelerates the reaction with
nitrogen atoms of heterocyclic ring, such as halogen atom,
p-toluenesulfonyloxy, methanesulfonyloxy, trifluoromethane-
sulfonyloxy, acyloxy, substituted acyloxy groups and so on.

(0062]

The compound (III) to be used in this reaction can be
commercially available or can be easily prepared from known
compounds by using common methods.

{0063])

The reacfion of the compound (II) with the compound (III)
to obtain the compound (I) can be usually carried out in an
appropriate solvent such as alcohol solvent, Kketone solvent,
nitrile solvent, ester solvent, amide solvent, hydrocarbon
soivent and ether solvent or the mixture thereof in the presence
of organic base or inorganic base if necessary. under the
temperature ranging from -20°C to the refluxing temperature of the
solvent to be used.

{0064]

Examples of alcohol solvent include methanol, ethanol,

propanol, 2-propanol, 2-methyl-2-propanol and the like. Examples
23
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of ketone solvent include acetone, methyl ethyl ketone and the
like.  Examples of nitrile solvent 1include acetonitrile,
propionitrile and so on, and ester solvent includes ethyl acetate.
Examples of amide solvent include N,N-dimethylformamide, N,N-

5 dimethylacetamide, N-methylpyrrolidone, hexamethylphosphoramide
and the like. Examples of hydrocarbon solvent include aromatic
hydrocarbon such as benzene, toluene and the like, or aliphatic
hydrocarbon such as pentane, hexane and the 1like. Examples of
ether solvent include diethyl ether, dimethoxyethane,

10 tetrahydrofuran, 1,4-dioxane and the like.

[0065])

Examples of organic base to be used in the reaction may
include triethylamine, collidine, Jutidine, potassium tert-
butoxide and the 1like, and inorganic base to be used in the

15 reaction include potassium carbonate, sodium carbonate, sodium
hydrogencarbonate, sodium hydroxide, potassium hydroxide and the
like.

(0o066)

Process.z:

20 The compound (I) can be obtained by removing the nitro
group of the compound (IV) in accordance with the following
reaction scheme.

[0067)

(Formula 19]

/NO2
D T Q* Py
(1)
A Y
25 (xv)
(o068)
The compound (IV) to be used in this reaction can be

24
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prepared in accordance with the known method (Moriya K. et al., J.
Pesticides Sci., 18, 119-123 (1993)). Removing the nitro group of
the compound (IV) can be conducted by using common method such as
deprotection of peptides including nitroarginine.

(0069)

This removing reaction of the nitro group of the compound
(IV) can generally be carried out by treating with a reducing
reagent in water, or in alcohol solvent, amide solvent, acid
solvent alone, or in the mixture solvent thereof, at the
temperature ranging from -20°C to 50°C, in the presence of organic
or inorganic salt having buffer action, if necessary.

[0070]

Examples of alcohol solvent include methanol, ethanol,
propanol, 2-propanol, 2-methyl-2-propanol and the like. Examples
of amide solvent include N,N-dimethylformamide, N,N-
dimethylacetamide, N-methylpyrrolidone, hexamethylphosphoramide
and the 1like. Examples of acid solvent include formic acid,
acetic acid, propionic acid, trifluorocacetic acid, hydrochloric
acid and the like. Examples of organic or inorganic salt having
buffer action include ammonium acetate, triethylamine, pyridine,
phosphate salts and the like. Preferable reducing reagent is
titanium (III) chloride.

[0071])
Process 3:

The compound (I) can be obtained by reacting the compound
(V) with the compound (VI) to derive the intermediate (VII) and
cyclizing the resultant compound (VII) in accordance with the
following reaction scheme.

([0072]
(Formula 20]

25
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CJ
Y (vI)

A—CHp—NH
A—CHs—NH, > 2 k jN
Y (Vi)

)
—_— A—CH,—N ‘j
(1)
,
(0073])

wherein, Z has the same definition as mentioned above.

The compound (V) to be used in this reaction can be
commercially available or prepared in accordance with the known
method to the person skilled in the art. Examples of the compound
(VI) include 4-bromobutyronitrile or 5-bromovaleronitrile.

(0074]

This reaction to obtain intermediate (VII) by reacting the
compound (V) and the compound (VI) can denerally be carried out
in an appropriate solvent such as alcohol solvent, ketone solvent,
nitrile solvent, ester solvent, amide solvent, hydrocarbon
solvent and ether solvent or the mixture thereof in the presence
of organic base or inorganic base 1if necessary, under the
temperature ranging from -20°C to the refluxing temperature of the
solvent to be used. Examples of alcohol solvent include methanol,
ethanol, propanol, 2-propanol, 2-methyl-2-propanol and the 1like.
Examples of ketone solvent include acetone, methyl ethyl ketone
and the like. Examples of nitrile solvent include acetonitrile,
propionitrile and the 1like. Examples of ester solvent include
ethyl acetate. Examples of amide solvent include N.N-
dimethylformamide, N,N-dimethylacetamide, N-methylpyrrolidone,
hexamethylphosphoramide and the 1like. Examples of hydrocarbon
solvent include aromatic hydrocarbon such as benzene and toluene

and the like, or aliphatic hydrocarbon such as pentane and hexane
26
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and the like. Examples of ether solvent include diethyl ether,
dimethoxyethane, tetrahydrofuran, 1,4-dioxane and the like.
(0075]

Examples of organic base to be used in the reaction
include triethylamine, collidine, Jutidine, potassium tert-
butoxide and the like, and inorganic base to be used in the
reaction include potassium carbonate, sodium carbonate, sodium
hydrogencarbonate, sodium hydroxide,lpotassium hydroxide and the
like.

[0076]

Conversion of the compound (VII) into the compound (I) by
cyclization can generally be carried out in hydrocarbon alone as
reaction solvent, or in the mixture solvent thereof, at the
temperature ranging from room temperature to 200°C, in the
presence of aluminum reagent, if necessary. This reaction can
also be carried out without any solvent.

Examples of hydrocarbon used as solvent include aromatic
hydrocarbon such as benzene, toluene and the like, or aliphatic
hydrocarbon such as pentane, hexane and the like.

Examples of aluminum reagent can be listed as
trimethylaluminum, triethylaluminum, dimethylaluminum chloride,
diethylaluminum chloride, ethylaluminum dichloride and the like.

[0077]
Process 4:

The compound (I) can be obtained by the reaction between
the compound (VIII) and the compound (IX) in accordance with the
following reaction scheme.

(0078]
(Formula 21]

27
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\NS>==NH
NH,
ws” o
A—CH,—NH XH — A—CHin_.:j
(1)
- '

(VIII)

(0079]

wherein, W represents alkyl group, substituted alkyl group.

aryl group or substituted aryl group.

[0080]

The compound (VIII) to be used in this reaction can be
prepared in accordance with the known method (Moriya K. et al., J.
Pesticides Sci., 18, 119-123 (1993)). The compound (IX) to be
used in this reaction can be prepared in accordance with the
known method (Habicher W-D. & Mayer R., Z. Chem., 12, 459-460
(1968)). This reaction to obtain the compound (I) from the
compound (VIII) and the compound (IX) can generally be carried
out in alcohol solvent, amide solvent, hydrocarbon solvent, ether
solvenf alone, or in the mixture solvent thereof, at the
temperature ranging from room temperature to the refluxing
temperature of the solvent to be used, in the presence of organic
or inorganic salt, if necessary.

(0081]

Examples of alcohol solvent include methanol, ethanol,
propanol, 2-propanol, 2-methyl-2-propanocl and the like. Examples
of amide solvent include N,N-dimethylformamide, N,N-dimethyl-
acetamide, N-methylpyrrolidone, hexamethylphosphoramide and the
like. Examples of hydrocarbon solvent include aromatic
hydrocarbon such as benzene, toluene and the like, or aliphatic
hydrocarbon such as pentane, hexane and the 1like. Examples of
ether solvent include dimethoxyethane, tetrahydrofuran, 1,4-
dioxane and the like.

28
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(0c082]

Examples of organic base to be used in the reaction
include triethylamine, collidine, lutidine, potassium tert-
butoxide and the 1like, and inorganic base to be used in the
reaction include potassium carbonate, sodium carbonate, sodium
hydrogencarbonate, sodium hydroxide, potassium hydroxide and the
like.

[0083] ’

The compound of the formula (I) of the present invention
thus obtained can be converted to pharmaceutically acceptable
salt with various kinds of organic or inorganic acids mentioned
above, if necessary. Furthermore, the compound (I) of the present
invention can also be purified by the conventional manner, such
as recrystallization, column chromatography and the 1like.

[0084] |

When the compounds of the formula (I) of the present
invention exist in isomer forms, each isomer per se is separated
from each other by the conventional manner. Therefore, it is
understood that each isomers per se, as well as jisomeric mixture,
shall be included in the compounds of the present invention.

(0085])

The compounds of the formula (I} of the present invention
bind selectively to nicotinic acetylcholine receptors in central
nervous system, and activate said receptors as agonists or
modulators. Therefore, these compounds are useful as medicaments
for preventing or treating various diseases, such as dementia,
senile dementia, presenile dementia, Alzheimer's disease,
Parkinson's disease, cerebrovascular dementia, AIDS-related
dementia, dementia in Down's syndrome, Tourette's syndrome,
neurosis during chronic cerebral infarction stage, cerebral
dysfunction caused by cerebral injury, anxiety, schizophrenia,
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depression, Huntington's disease, pain and so on.
(oo86)

The compounds of formula (I) or a pharmaceutically
acceptable salt thereof according to the present invention may be
administered in the form of oral or parenteral formulations. The
formulations for oral administration may include for example,
tablets, capsules, granules, fine powders, syrups or the 1like;
the formulations for parenteral administration may include, for
example, injectable solutions or suspensions with distilled water
for injection or other pharmaceutically acceptable solution,
patches for transdermal application, sprays for nasally
administration, depositories or the like.

{0087]

These formulations may Dbe formed by mixing with
pharmaceutically acceptable carrier, excipient, sweeter,
stabilizer and so on by the conventional procedures known per se
to those skilled in the field of pharmaceutical formulations.

[ooss)

Examples of pharmaceutically acceptable carrier or
excipient include polyvinyl pyrrolidone, gum arabic, gelatin,
sorbit, cyclodextrin, magnesium stearate, talc, polyethylene
glycol, polyvinyl alcohol, silica, lactose, crystalline cellulose
sugar, starch, calcium phosphate, vegetable oil, carboxymethyl-
cellulose, hydroxypropylcellulose, sodium lauryl sulfate, water,
ethanol, glycerol, mannitol, syrup and the like.

{0089]

Examples of solution for injection include isotonic
solutiqn containing glucose and the like, and these solutions can
further contain an appropriate solubilizer such as polyethylene
glycol or the like, buffer, stabilizer, preservative, antioxidant

and so on.
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[0090])

These formulations can be administered to the human being
and other mammalian animals, and the preferable administration
route may include oral route, transdermic route, nasal route,
rectal route, topical route or the like.

[0091]

Administration dose may vary in a wide range with ages,
weights, condition of patients, routes of administration or the
like, and a usual recommended daily dose to adult patients for
oral administration is within the range of approximately 0.001-
1,000 mg/kg per body weight, preferably 0.01-100 mg/kg per body
weight, and more preferably 0.1-10 fng/kg per body weight. In the
case of parenteral administration such as intravenous injections,
a usual recommended daily dose is within the range of
approximately 0.00001-10 mg/kg per body weight, preferably
0.0001-1 mg/kg per body weight, and more preferably 0.001-0.1
mg/kg per body weight, once or in three times per day.

[0092]

Methods for evaluating binding capabilities of the
compounds at nicotinic acetylcholine receptors are different by
subtypes of receptors. Binding capabilities of the compounds at
a4p2 nicotinic acetylcholine receptors are examined using rat
brain membrane obtained from whole homogenized brain, and
determining the inhibiting rate of thé compounds against [3H]-
cytisine binding to said brain membrane.

(0093)

Furthermore, the binding capabilities of the compounds at
alPflyd nicotinic acetylcholine receptors are examined using
homogenized rat muscle, and determining the inhibiting rate of
the compounds against [3H]—a-bungarotoxin binding to said muscle
homogenate.

31
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[0094]

Agonist effect in human o042 subtype of nicotinic
acetylcholine receptors are examined by using human nicotinic
acetylcholine receptors prepared in oocytes of Xenopus laevis,
which is injected with cRNA from the corresponding cloning cDNA
of human a4 and 32 subunits of nicotinic acetylcholine receptors,
and to measure the expression of electric response by adding the
test compounds to perfusion solution by means of membrane
potential holding method.

[0095]
(Examples]

The present invention is illustrated in more detail by way

of the following examples.

[0096]
Example 1: Synthesis by the Process 1

2-(6-Chloro-3-pyridyl )methyl-3-imino-6-phenyl-2,3-dihydro-

pyridazine [Compound 44]

(0097)

300 mg (1.5 mmol) of 2-chloro-5-chloromethylpyridine
hydrochloride was dissolved in dichloromethane and the saturated
aqueous solution of sodium hydrogencarbonate was mixed to
separate into organic layers. The resultant organic layer was
dried with potassium carbonate and the solvent was removed off
under reduced pressure. The resultant oily residue and 171 mg (1
mmol) of 3-amino-6-phenylpyridazine were dissolved in 5 ml of
N,N-dimethylformamide and the reaction mixture was heated at 80°C
for 8 hours. Then, the reaction mixture was cooled to the room
temperature, and diluted with 2-propanol. The resultant crystals
were collected by filtration and dried under reduced pressure to
give 243 mg (yield: 73%) of hydrochloride of the title Compound
44. '
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[0098]

procedures as described in Example 1.

1:
2:

Compound 6

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

2-imino-3-(3-pyridyl)methyl-2,3-dihydrothiazole;
3—(6—chloro;3—pyridyl)methyl-2-imino-4-methyl—2,3—
dihydrothiazole;
3-(6-chloro-3-pyridyl)methyl-2-imino-5-methyl-2, 3-
dihydrothiazole;
2-imino-3-(3-pyridyl)methylthiazolidine;
3-(6-chloro-3-pyridyl)methyl-2-iminothiazolidine;
6-chloro-2-(6-chloro-3-pyridyl)methyl-3-imino-2, 3-

dihydropyridazine:
7: 1-(6-chloro-3-pyridyl)methyl-2-imino-1,2-
dihydropyridine;
8: 3-(6-chloro-3-pyridyl)methyl-2-imino-2, 3-
dihydrothiazole;
9: 2-amino-1-(6-chloro-3-pyridyl)methylimidazole;
10: 1-(6-chloro-3-pyridyl)methyl-2-imino-1,2-
dihydropyrimidine;
[0099]
11: 3-(6-bromo-3-pyridyl)methyl-2-imino-2,3-
dihydrothiazole;
12: 3-(6-fluoro-3-pyridyl)methyl-2-imino-2,3-
dihydrothiazole;
16: 3-(6-chloro-3-pyridyl)methyl-2-imino-3,4,5,6-
tetrahydro-2H-1,3-oxazine;
17: 3-(6-chloro-3-pyridyl)methyl-2-imino-3,4,5,6-
tetrahydro-2H-1,3-thiazine;
18: 3-(6-fluoro-3-pyridyl)methyl-2-imino-4-methyl-2,3-
dihydrothiazole; '
19: 3-(6-bromo-3-pyridyl)methyl-2-imino-4-methyl-2,3-
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Compound

Compound

Compound

Compound

Compound

Compound
Compound
Compound
Compound
Compound

Compound

Compound
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dihydrothiazole;
20: 3-(6-chloro-3-pyridyl)methyl-2-imino-4,5-dimethyl-
2,3-dihydrothiazole;
{0100])
21: 3-(6-chloro-3-pyridyl)methyl-4-ethyl-2-imino-2,3-
dihydrothiazole;
22: 5-chloro-1-(6-chloro-3-pyridyl)methyl-2-imino-1, 2-
dihydropyridine;
23: 1-(6-chloro-3-pyridyl)methyl-2-imino-3-methyl-1,2-
dihydropyridine;
24: 1-(6-chloro~3-pyridyl)methyl-2-imino-5-methyl-1,2-
dihydropyridine{
25: 1-(6-chloro~3-pyridyl)methyl-2-imino-4-methyl-1,2-
dihydropyridine;
26: 2-imino-1-(3-pyridyl)methyl-1,2-dihydropyridine;
27: 3-(6-chloro-3-pyridyl)methyl-2-imino-4-
methylthiazolidine;
28: 3-(6-chloro-3-pyridyl)methyl-2-iminooxazolidine;
30: 3-(5-bromo-3-pyridyl)methyl-2-imino-4-methyl-2,3-
dihydrothiazole;
{o101]
31l: 3-(4-chlorobenzyl)-2-iminothiazolidine;
32: 2-imino-3-(6-methyl-3-pyridyl)methylthiazolidine;
33: 2-imino-3-(4-pyridazinyl)methylthiazolidine;
34:'3-(2-chloro-5-thiazolyl)methyl-2—iminothiazolidine;
35: 2—imino-3-(3-mefhyl-5-isoxazolyl)methylthiazolidine;
36: 2-imino-4-methyl-3-(3-methyl-5-isoxazolyl)methyl-
2,3-dihydrothiazole;
37: 3-(2-chloro-5-thiazolyl)methyl-2-imino-4-methyl-2,3-
dihydrothiazole;
38: 3-(5,6-dichloro-3-pyridyl)methyl-2-imino-4-methyl-
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2,3-dihydrothiazole;
Compound 39: 2-imino-4-methyl-3-(6-methyl-3-pyridyl)methyl-2,3-
dihydrothiazole;
Compound 40: 3-(6-chloro-3-pyridyl)methyl-2-imino-5-phenyl-2,3-
dihydrothiazole:
[0102]
Compound 41: 3-(6-chloro-3-pyridyl)methyl-2-imino-4-phenyl-2,3-
dihydrothiazole;
Compound 42: 4-(4-chlorophenyl)-3-(6-chloro-3-pyridyl)methyl-2-
imino-2,3-dihydrothiazole;
Compound 43: 3-(6-chloro-3-pyridyl)methyl-2-imino-4-
phenylthiazolidine;
Compound 44: 2-(6-chloro-3-pyridyl)methyl-3-imino-6-phenyl-2,3-
dihydropyridazine;
Compound 45

3-imino-6-phenyl-2-(3-pyridyl)methyl-2,3-

dihydropyridazine;

Compound 46: 1l-(6-chloro-3-pyridyl)methyl-2-imino-5-phenyl-1,2-
dihydropyrimidine;

Compound 47: 1-(6-chloro-3-pyridyl)methyl-2-imino-5-nitro-1, 2-

dihydropyridine;
Compound 48: 2-imino-1-(6-methyl-3-pyridyl)methyl-1,2-
dihydropyridine;
[0103]

Example 2: Synthesis by the Process 2

1-(6-Chloro-3-pyridyl)methyl-2-iminoimidazolidine [Compound 13]

(0104)

To a suspension of 335 mg (1.3 mmol) of 1-(6-chloro-3-
pyridyl)methyl-2-nitroiminoimidazolidine in 20 ml of methanol
were added 6 ml of 20% titanium (III) chloride, and the mixture
was stirred at room temperature for 1 hour and 20 minutes under

nitrogen gas atmosphere. Then, the solvent was removed under
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reduced pressure, and 50% sodium hydroxide aqueous solution was
added to the resulting residue under ice-cooling. The insoluble
matter was removed off by filtration using Celite, and the
filtrate was concentrated under reduced pressure. To the
resulting residue was added dichloromethane and methanol (20:1)
mixture solvent, insoluble matter was removed off by filtration,
and the filtrate was concentrated under reduced pressure. The
resulting residue was purified by aminopropyl-coated silica gel
(Chromatorex NH-type: Fuji Silysia Chemical Ltd.) column
chromatography (eluent; dichloromethane : methanol = 20:1) to
give 182 mg (yield:; 66%) of 1-(6-chloro-3-pyridyl)methyl-2-
iminoimidazolidine as colorless crystalline product. This product
was dissolved in methanol and to this solution was added 100 mg
(0.862 mmol) of fumaric acid, and the mixture was concentrated
under reduced pressure. The resulting crystalline residue was
treated with acetonitrile, filtrated and dried in vacuo to give
222 mg of fumarate of the title Compound 13.

(0105])
Example 3: Synthesis by the Process 3

1-(6-Chloro-3-pyridyl)methyl-2-iminopyrrolidine [Compound 14]

[0106]

A mixture of 713 mg (5 mmol ) of (6-chloro-3-
pyridyl)methylamine, 745 mg (5 mmol) of 4-bromobutyronitrile, and
1.04 g (7.5 mmol) of potassium carbonate in 15 ml of N,N-
dimethylformamide was stirred at room temperature for 17 hours.
Then, the solvent was removed under reduced pressure and the
resulting residue was mixed with dichloromethane and water, and
the organic layer was separated. The organic layer was dried over
magnesium sulfate, and the solvent was removed under reduced
pressure. The resulting residue was purified by aminopropyl-

coated silica gel (Chromatorex NH-type; Fuji Silysia Chemical
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Ltd.) column chromatography (eluent; n-hexane : ethyl acetate =
3:1) to give 505 mg (yvield; 48%) of 4-(6-chloro-3-
pyridyl)methylamino-butyronitrile as colorless oil. 500 mg (2.38
mmol) of 4-(6-chloro-3-pyridyl)methylaminobutyronitrile was
dissolved in 15 ml of toluene under argon gas atmosphere, and 2.6
ml of 1M trimethylaluminum/n-hexane solution was added. The
mixture was heated at 90°C for 14 hours under refluxing. After
the reaction, the reaction mixture was cooled to the room
temperature and to this mixture was added 10 ml of chloroform, 5
ml of methanol, and 1 ml of water in order, and the resulting gel
was removed off by filtration. The filtrate was condensed under
reduced pressure, and the residue was purified by aminopropyl-
coated silica gel (Chromatorex NH-type; Fuji Silysia Chemical
Ltd.) column chromatography (eluent; dichloromethane : methanol =
50:1) to give 452 mg (yield; 90%) of 1-(6-chloro-3-
pyridyl)methyl-2-iminopyrrolidine as vyellow oil. Part of this
product i.e., 210 mg (1 mmol) of this product was dissolved in
methanol and to this solution was added 116 mg (1 mmol) of
fumaric acid, and the mixture was concentrated under reduced
pressure. The resulting oily residue was treated with
acetonitrile ‘to crystallize. The crystals were collected by
filtration and dried in vacuo to give 309 mg of fumarate of the
title Compound 14.

[0107]

The compound 15: 1-(6-chloro-3-pyridyl)methyl-2-imino-
pPiperidine was synthesized according to this Example 3.

{0108]

Example 4: Synthesis by the Process 4

1-(6-Chloro-3-pyridyl)methyl-2-imino-1,2,3,4,5,6-hexahydro-

pyrimidine [Compound 29]

[0109]
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A mixture of 237 mg (1 mmol) of N-(3-aminopropyl)-N-[(6-
chloro-3-pyridyl)methyllamine hydrochloride and 303 mg (2.5 mmol)
of dithiocarbimidoic acid dimethyl ester in 5 ml of N,N-
dimethylformamide was stirred at 90 °C for 1 hour and 50 minutes.
Then, the solvent was removed off under reduced pressure and the
resulting residue was purified by aminopropyl-coated silica éel
(Chromatorex NH-type: Fuji Silysia Chemical Ltd.) column

chromatography (eluent; from dichloromethane to dichloromethane :

methanol = 9:1) to give 77 mg (yield; 34%) of 1-(6-chloro-3-
pyridyl)methyl-2-imino-1,2,3,4,5, 6-hexahydropyrimidine as
colorless oil. The resultant o0il was dissolved in 5 ml of

methanol and to this solution was added 0.01 ml of 4M-hydrogen
chloride/dioxane, and the mixture was stirred at room temperature
for 5 minutes, and concentrated under reduced pressure. The
resulting oily residue was treated with acetone to crystallize.
The crystals were collected by filtration and dried in vacuo to

give 14 mg of dihydrochloride of the title Compound 29.

Physicochemical data of the Compound 1 to Compound 48
obtained by above-mentioned examples are summarized in the

following Table 1 to Table 10.
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(TABLE 1)
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[TABLE 2]
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(TABLE 3]
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(TABLE 4]

42

Application Certified No.: Appln. Cert. Pat. 2003-3036112



Heisei 11 Patent Application No. 057993

(TABLE 5]
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(TABLE 6)
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{TABLE 7]
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[TABLE 8)
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[TABLE 9]
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(TABLE 10])
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{0121]

Biological Experiment 1:

Binding assays at «4f2 subtype of nicotinic acetylcholine

receptors

Affinity of the compounds of the present invention to «a4f2
subtype of nicotinic acetylcholine receptors was performed by the
following method, which was modified method described by Pabreza
L. A., Dhawan S. & Kellar K. J., Mol. Pharm., 39, 9-12 (1990),
and by Anderson D. J. & Arneric S. P., Eur. J. Pharm., 253, 261-
267 (1994).

[0122]

(1) Preparation of rat brain membrane containing a4f2 subtype of

nicotinic acetylcholine receptors

Fischer-344 strain male rats (body weight: 200-240 g: 9
weeks o0ld) obtained from Charles River Japan were used. Rats were
housed in the breeding cage controlled of the room temperature at
23 = 1°C, and the humidity of 55 = 5% for 1 to 4 weeks. Rats (3
to 4 rats per.a cage) were housed with lights on for 12 hours
dally (from 7:00 to 19:00), and allowed free access to food ahd
water. '

([0123]

Preparation of rat brain membrane containing o4f2 subtype

of nicotinic acetylcholine receptors was performed as follow.
That 1is, rat brains were isolated just after sacrificed by
decapitation, washed with ice-cooled saline solution and then
frozen at -80°C with liquid nitrogen and stored till using. After
thawing the frozen brain, the brain was homogenized in 10 volumes
of ice-cooled buffer solution (50 mM of Tris-HCl, 120 mM of NacCl,
5 mM of KCl1, 1 mM of MgCl,, 2mM of CaCl,; pH 7.4; 4°C) using
homogenizer (HG30, Hitachi Kohki Ltd.) for 30 seconds, and. the

homogenate were centrifuged under 1,000 x G for 10 minutes at 4°C.
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The resulting supernatant was separated and the pellet was
homogenized again with half volume of aforementioned prior buffer
solution and centrifuged under the same conditions. Combined
supernatant was further centrifuged under 40,000 x G for 20
minutes at 4°C. The pellet was suspended in buffer solution and
used for binding assays at receptors.

[0124]

(2) Experiments of «ad4ff2 subtype of nicotinic acetylcholine

receptors binding

Suspensions of membrane pellets containing 400-600 pg of
protein were added to test tubes containing test compounds and
[3H]—cytisine (2 nM) in a final volume of 200 pl and incubated for
75 minutes in ice-cooled bath. The samples were isolated by
vacuum filtration onto Whatman GF/B filters, which were prerinsed
with 0.5% polyethylenimine just prior to sample filtration, using
Brandel multi manifold cell harvester. The filters were rapidly
washed with buffer solution (3 x 1 ml). The filters were counted
in 3 ml of clearsol I (Nacalai Tesque Inc.). The determination of
nonspecific binding was incubated in the presence of 10 pM (-)-
nicotine.

{0125]

Analyses of the experimental results were conducted using

the Accufit Competition Program (Beckman Ltd.);
[0126]

Biological Experiment 2:

Binding assays at «lflyd subtype of nicotinic acetylcholine

receptors

Affinity of the compounds of the present invention to
alflyd subtype of nicotinic acetylcholine receptors was measured
by the following method, which was modified method described by

Garcha H. S., Thomas P., Spivak C. E., Wonnacott S. & Stolerman I.
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P., Psychropharmacology, 110, 347-354 (1993).
(0127]

(1) Preparation of rat skeletal muscles containing alflyd subtype

of nicotinic acetylcholine receptors

The substantially same animals described in the Biological
Experiment 1 were used.

Isolation of alPflyd subtype of nicotinic acetylcholine
receptors was performed as follow. That is, rat posterior
skeletal muscles were isolated just after sacrificed by
decapitation, washed with ice-cooled saline solution and then
frozen at -80°C with liquid nitrogen and stored till using. After
thawing the frozen muscles, tissue was homogenized (40% w/v) with
buffer solution [2.5 mM of sodium phosphate buffer (pH:7.2), 90
mM of NaCl, 2 mM of KC1, 1 mM of EDTA, 2 mM of benzamidine, 0.1
mM of benzethonium chloride, 0.1 mM of PMSF, 0.01% of sodium
azide] in Waring blender (Waring blender 34BL97; WARING PRODUCTS
DIVISION DYNAMICS CORPORATION OF AMERICA) ‘ for 60 seconds. The
homogenate were centrifuged under 20,000 x G for 60 minutes at 4°C.
The supernatant was separated and the resulting pellet was added
to the same buffer (1.5 ml/g wet weight), and homogenized under
the same conditions. Triton X100 (2% w/v) was added and the
mixture was stirred for 3 hours at 4°C. The centrifugation at
100,000 x G for 60 minutes at 4°C yielded the rat muscle extract
as supernatant. This was stored at 4°C for up to 4 weeks, and
used for binding assays at receptors.

(0128])

(2) Experiments of «alBlyd subtype of nicotinic acetylcholine

receptors binding

Receptors binding experiments were performed as follow.

That is, the extract of rat muscle containing 600-900 pg of
protein was added to test tubes containing test compounds and
51
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incubated for 15 minutes at 37°C. Then, to this mixture was added
1 nM of [3H]-a—bungarotoxin (a-Bgt) and further incubated for 2
hours. The samples were isolated by vacuum filtration onto
Whatman GF/B filters, which were prerinsed with 0.5%
polyethylenimine just prior to sample filtration, using Brandel
multi manifold cell harvester. The filters were rapidly rinsed
with washing solution (10 mM of KH,PO4, 150 mM of NaCl, pH 7.2,
room temperature) (5 x 1 ml). The filters were counted in 3 ml of
clearsol I (Nacalai Tesque Inc.). Determination of nonspecific
binding was incubated in the presence of 1 uM o-Bgt.
The solutions containing a-Bgt (labeled/non—iabeled) were
prepared by using buffer solution containing 0.25% of BSA. In the
receptor binding experiments, said buffer solution was added for
adjusting the final concentration of BSA to be 0.05%. |

Analyses of the experimental results were conducted by the
same way as described in the Biological Experiment 1.

lo129]

Table 11 and 12 show the results of receptor binding

studies of the compounds of the present invention and (-)-

nicotine as reference compound.

{0130]
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[Table 11])
Affinities for receptors Ki
Compound No. *] £
a4p2 alplyd .
1 4.84 nM 4.9 M
2 3.5 nM 12.8 pM
3 5.8 nM (69%, 28%)
4 7.5 nM (6%, 1%)
5 2.2 nM 7.65 uM
6 15 nM (44%, 15%)
7 3.1 nM 71.2 uM
8 0.5 nM 10.2 pM
9 22.2 nM (86%, 49%)
10 8.7 nM 347 uM
11 0.63 nM (13%, 5%)
12 1.89 nM (20%, -2%)
13 4.6 nM (26%, 8%)
14 1.9 nM (14%, 0%)
15 4.8 nM (21%, 4%)
16 0.65 nM (14%, -2%)
17 520 nM . N/A
18 10.8 nM 5.8 uM
19 10.5 nM 11.7 pM
20 7.56 nM (96%, 45%)
21 21.7 nM (57%, 19%)
22 33.7 nM (75%, 28%)
23 221 nM N/A
24 48.6 nM N/A
Nicotine 1.6 nM 182 pM

*1

: Values indicated in a parenthesis show control % of [3H]—a—Bgt

binding at 100 pM and 1,000 uM of test compounds.

(0131)
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[Table 12)
Affinities for receptors Ki
Compound No. a4p2 7 a1p1yd *h,
25 171 nM (90%, 58%)
26 28.2 nM 41.6 uM
27 53.1 nM 16.3 uM
28 2.77 nM 39.8 uM
29 0.25 nM 7.02 uM
30 26.7 nM 22.5 uM
31 93 nM N/A
32 10 nM 14.6 uM
33 32 nM (15%, 1%)
34 4.9 nM (142, -1%)
35 41 nM (12%, -3%)
36 263 nM (10%, 2%)
37 16.4 nM 22.9 pM
38 10.6 nM 65.2 pM
39 30.5 nM 10.8 uM
40 355 nM N/A
4] 32 nM N/A
42 290 nM N/A
43 37.1 nM 19.9 uM
44 64 nM (80%, 26%)
45 143 nM N/A
46 273 nM N/A
47 227 nM N/A
48 47.9 nM 56.3 uM
Nicotine 1.6 nM 182 uM

*1: Values indicated in a parenthesis show control % of [3H]-a-Bgt

binding at 100 pM and 1,000 puM of test compounds.

(0132]

Biological Experiment 3:

Effect against Cerebral Blood Flow quantity (CBF) and Peripheral

Blood Pressure (BP)

54

Application Certified No.: Appln. Cert. Pat. 2003-3036112



10

15

20

25

30

Heisei 11 Patent Application No. 057993

Quantity of the cerebral blood pressure and peripheral
blood pressure (BP) of the compounds of the present invention was
evaluated by the following method. That 4is modified method
described by Stern M. D., Nature, 254, 56-58 (1975) and Biesold D.
et al., Neurosci. Lett., 98, 39-44 (1989).

([0133])

Fischer-344 strain male rats (body weight: 200-250 g; 10-
11 weeks o0l1ld) obtained from Charles River Japan were used and
they were kept under same condition described in Experiment 1. |

(0134]

The rat was fixed on quf Stereotaxic frame after urethane
anesthesia (1.0-1.2g/kg, intraperitoneal injection); its scalp
was removed; a hole with 4mm diameter at about 3mm back from
bregma was made; and cerebral blood flow (CBF) was measured by
laser Doppler type blood measuring probe (outer diameter : 1mm)
(ALF-2100, Advance Co.,) through dura mater. The temperature of
the rat was maintained at 37.5°C by temperature controller
(CMA/150, Carnegie Medicine Co.,). Peripheral blood pressure (BP)
was measured though polyethylene tube (PE50) inserted into
arteria femoralis by blood pressure transducer (AP601G,
Photoelectricity Japan Co.,).

[0135])

The compound was dissolved in saline solution (in the case
the compound is insoluble matter, suspend with 0.5% hydroxypropyl
cellulose - saline in situ) and injected hypodermically after CBF
and BP became stable. The result was stated in changing rate (%)
based on value before the administration of the compound as 100%.

(0136]

Table 13 shows the results of studies on pharmacological
effect of the compounds of the present invention and (-)-nicotine
as reference compound.
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(0137]
[Table 13]
Compound No. CBF Increasing BP Changing | Quantity (mg/kg :
Rate (%) Rate (%) hypodermical)
2 234 NE 1.0
5 189 NE 0.2
6 191 NE 1.0
7 211 NE 1.0
8 212 NE 0.2
9 215 97 5.0
10 194 NE 1.0
20 219 NE 0.2
21 . 202 109 0.2
22 188 NE 1.0
24 195 NE 5.0
26 221 NE 1.0
32 228 NE 1.0
38 229 NE 0.2
44 231 NE 5.0
48 219 NE 0.2
nicotine 287 146 1.0

*E=BP was not changed.
5 [0138]
Following are Formulation Examples of the compounds (I) or

pharmaceutically acceptable salt thereof according to the present

invention
{0139]

10 Formulation Example 1 (Tablets):
Compound 21 25 g
Lactose 130 g
Crystalline cellulose 20 g
Corn starch 20 g

15 3% aqueous solution of hydroxypropylmethyl-
cellulose 100 ml
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Magnesium stearate 2 g

Compound 21, lactose, crystalline cellulose and corn
starch were screened through a 60-mesh sieve, homogenized and
charged into a kneader. 3% agueous solution of
hydroxypropylmethylcellulose was added to the homogeneous mixture
and the mixture was further kneaded. The product was granulated
by a 1l6-mesh sieve, dried in air at 50°C, and again granulated by
a l6-mesh sieve. Magnesium stearate was added to the granule and
mixed again. The mixture was tabletted to. produce tablets

weighing 200 mg each and having an 8 mm diameter.

Formulation Example 2 (Capsules):

Compound 9 25.0 g
Lactose 125.0 g
Corn starch 48.5 g
Magnesium stearate 1.5 g

Above components were finely pulverized and thoroughly
mixed to produce a homogeneous mixture. The mixture was filled in
gelatin capsules, 200 mg per capsule, to obtain capsules.

(0141)
Formulation Example 3 (Injection):

Hydrochloride of Compound 44 was filled in an amount of
250 mg in a vial and mixed in situ with approximately 4-5 ml of
injectable distilled water to make an injectable solution.
[0142]
[Industrial Applicability]
As described above, the compounds of the present invention
possess high affinity to 0a4f2 nicotinic acetylcholine receptor of

central nervous system and activate said «o4p2 nicotinic

acetylcholine receptors as agonists or modulators. Therefore, the

compounds of the present invention are useful for preventing or
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treéting various kinds of diséases, which may be prevented or
cured by activating nicotinic acetylcholine receptors.

(0143)

Especially, activators for a4f2 nicotinic acetylcholine
receptors of the present invention are useful for preventing or
treating various diseases such as dementia, senile dementia,
presenile dementia, Alzheimer's disease, Parkinson's disease,
cerebrovascular dementia, AIDS-related dementia, dJdementia in
Down's syndrome, Tourette's syndrome, neurosis during chronic
cerebral infarction stage, <cerebral dysfunction caused by
cerebral injury, anxiety, schizophrenia, depression, Huntington's

disease, pain and so on.
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[Name of the Document] ABSTRACT
[Abstract]
(Purpose] The purpose of the present invention is to provide

the heterocyclic compounds which have good affinity to a4p2
nicotinic acetylcholine receptors and activate the same to
thereby exert a preventive or therapeutic effect on cerebral
dysfunction.

[Means to solve the problem] There is provided heterocyclic

compounds of the following formula (I):
NH,

A—CHZ—N/l\‘
& (1)
Y

A 1is optionally substituted aryl group or optionally

in which,

substituted heterocyclic group;

X 1is oxygen atom, sulfur atom, carbon atom or nitrogen
atom;

dotted line shows either presence or absence of bond;

n is integer of 1 or 2; and

Y represents alkylene bond and so on;

or a pharmaceutically acceptable salt thereof.

[selected Figure] None

59

Application Certified No.: Appln. Cert. Pat. 2003-3036112



10

Heisei 11 Patent Application No. 057993

Approval and Addition Information

Patent Application Number Heisei 11 Patent Application Number
057993

Reference Number 59900199731

Name of Document Application for Patent

Responsible Officer No.6 Upper Class 0095

Date Heisei 11 March 10

<Approval Information and Addition Information >

[Date of Submission)] Heisei 11 March 5

60

Application Certified No.: Appln. Cert. Pat. 2003-3036112



10

Heisei 11 Patent Application No. 057993

Approval and Addition Information

Patent Application Number Heisei 11 Patent Application Number
057993

Reference Number : 59900265497

Name of Document Correction (Amendment)

Responsible Officer No.6 Upper Class 0095

Date Heisei 11 March 29

<Approval Information and Addition Information >

[Date of Submission] Heisei 11 March 24

61

Application Certified No.: Appln. Cert. Pat. 2003-3036112



Heisei 11 Patent Application No. 057993

Information on the applicant’s personal history

Identification Number [000001904]

5 1. Date of Change August 13, 1990
[Reason for Changel New Registration
Address 1-40, Dojimahama 2-chome, Kita-ku,
Osaka-shi, Osaka
Name SUNTORY LIMITED
10

62

Application Certified No.: Appln. Cert. Pat. 2003-3036112

i Sae— sa——



	2003-07-25 Certified Copy of Foreign Priority Application

